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Welcome to STN International! Enter x:x 
LOGINID:sssptal202txn 
PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 


********** 


Welcome to STN International 


********** 


NEWS 1 Web Page URLs for. STN Seminar Schedule - N. America 

NEWS 2 Jan 25 BLAST(R) searching in REGISTRY available in STN on the Web 
NEWS 3 Jan 29 FSTA has been reloaded and moves to weekly updates 
NEWS 4 Feb 01 DKILIT now produced by FIZ Karlsruhe and has a new update 
frequency 

NEWS 5 Feb 19 Access via Tymnet and SprintNet Eliminated Effective 3/31/02 
NEWS 6 Mar 08 Gene Names now available in BIOSIS 
NEWS 7 Mar 22 TOXLIT no longer available 
NEWS 8 Mar 22 TRCTHERMO no longer available 

NEWS 9 Mar 28 US Provisional Priorities searched with P in CA/CAplus 
and USPATFULL 

NEWS 10 Mar 28 LIPINSKI/CALC added for property searching in REGISTRY 

NEWS 11 Apr 02 PAPERCHEM no longer available on STN. Use PAPERCHEM2 instead. 

NEWS 12 Apr 08 "Ask CAS" for self-help around the clock 

NEWS 13 Apr 09 BEILSTEIN: Reload and Implementation of a New Subject Area 
NEWS 14 Apr 09 ZDB will be removed from STN 

NEWS 15 Apr 19 US Patent Applications available in IFICDB, IFIPAT, and IFIUDB 
NEWS 16 Apr 22 Records from IP.com available in CAPLUS, HCAPLUS, and ZCAPLUS 
NEWS 17 Apr 22 BIOSIS Gene Names now available in TOXCENTER 
NEWS 18 Apr 22 Federal Research in Progress (FEDRIP) now available 

NEWS EXPRESS February 1 CURRENT WINDOWS VERSION IS V6.0d, 

CURRENT MACINTOSH VERSION IS V6.0a(ENG) AND V6.0Ja(JP), 

AND CURRENT DISCOVER FILE IS DATED 05 FEBRUARY 2002 
NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS INTER General Internet Information 
NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus *************** 


FILE 'HOME' ENTERED AT 15:11:19 ON 09 MAY 2002 
=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 
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FILE 'REGISTRY' ENTERED AT 15:11:24 ON 09 MAY 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 7 MAY 2002 HIGHEST RN 412267-09-5 

DICTIONARY FILE UPDATES: 7 MAY 2002 HIGHEST RN 412267-09-5 

TSCA INFORMATION NOW CURRENT THROUGH July 7, 2001 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 
http://www.cas.org/ONLINE/STN/STNOTES/stnotes27.pdf 

=> 

Uploading 09994971.str 
LI STRUCTURE UPLOADED 


= > d 11 

LI HAS NO ANSWERS 
LI STR 


G1G2 



G1 C,0,S,N 


G2 C,0, S02,S 


Structure attributes must be viewed using STN Express query preparation. 


= > s 11 

SAMPLE SEARCH INITIATED 15:11:44 FILE 'REGISTRY' 

SAMPLE SCREEN SEARCH COMPLETED - 21100 TO ITERATE 

4.7% PROCESSED 1000 ITERATIONS 6 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **INCOMPLETE** 

BATCH * * COMPLETE * * 

PROJECTED ITERATIONS: 413332 TO 430668 

PROJECTED ANSWERS: 1857 TO 3207 

L2 6 SEA SSS SAM LI 


=> S 11 ful 

FULL SEARCH INITIATED 15:11:53 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 421263 TO ITERATE 
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95.0% PROCESSED 400000 ITERATIONS 2470 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 

SEARCH TIME: 00.00.16 

FULL FILE PROJECTIONS: ONLINE **INCOMPLETE** 

BATCH **COMPLETE** 

PROJECTED ITERATIONS: 421263 TO 421263 

PROJECTED ANSWERS: 2470 TO 2754 

L3 2470 SEA SSS FUL LI 

=> file caplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE 'CAPLUS' ENTERED AT 15:12:19 ON 09 MAY 2002 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 


Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 9 May 2002 VOL 136 ISS 19 
FILE LAST UPDATED: 7 May 2002 (20020507/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

= > s 13 

L4 537 L3 

=> s 13/biol 

537 L3 

5093630 BIOL/RL 
L5 215 L3/BIOL 

(L3 (L) BIOL/RL) 

=> S 13/thu 

537 L3 

437449 THU/RL 
L6 105 L3/THU 

(L3 (L) THU/RL) 

=> d 16 1- ibib abs fhitstr 

YOU HAVE REQUESTED DATA FROM 105 ANSWERS - CONTINUE? Y/(N):y 

L6 ANSWER 1 OF 105 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 2002:142672 CAPLUS 


SINCE FILE TOTAL 

ENTRY SESSION 

140.66 140.87 



\ 
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DOCUMENT NUMBER: 136:200094 

TITLE: Preparation of biphenylcarboxamidoisoindoline 

derivatives as apolipoprotein B secretion inhibitors 
INVENTOR(S): Yamada, Harutami; Ando, Akira; Kawanishi, Hiroyuki; 

Nagata, Koichi; Yasuhara, Mikiko 
PATENT ASSIGNEE(S): Tanabe Seiyaku Co., Ltd., Japan 

SOURCE: PCT Int. Appl., 14 9 pp. 

CODEN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: Japanese 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 


PATENT NO. KIND DATE APPLICATION NO. DATE 


WO 2002 

014277 

A1 

to 

o 

o 

to 

0221 


WO 2001-JP6844 

20010809 



W: 

AE, 

AG, 

AL, 

AU, 

BA, 

BB, 

BG, 

BR, 

BZ, 

CA, 

CN, 

O 

O 

CR, 

CU, 

CZ, 

DM, 


DZ, 

EC, 

EE, 

GD, 

GE, 

HR, 

HU, 

ID, 

IL, 

IN, 

IS, 

KR, 

LC, 

LK, 

LR, 

LT, 


LV, 

MA, 

MG, 

MK, 

MN, 

MX, 

NO, 

NZ, 

PL, 

RO, 

SG, 

SI, 

SK, 

TT, 

UA, 

US, 


UZ, 

VN, 

YU, 

ZA, 

AM, 

AZ, 

BY, 

KG, 

KZ, 

MD, 

RU, 

TJ, 

TM 




RW: 

GH, 

GM, 

KE, 

LS, 

MW, 

MZ, 

SD, 

SL, 

SZ, 

TZ, 

UG, 

ZW, 

AT, 

BE, 

CH, 

CY, 


DE, 

DK, 

ES, 

FI, 

FR, 

GB, 

GR, 

IE, 

IT, 

LU, 

MC, 

NL, 

PT, 

SE, 

TR, 

BF, 


BJ, 

CF, 

CG, 

Cl, 

CM, 

GA, 

GN, 

GQ, 

GW, 

ML, 

MR, 

NE, 

SN, 

TD, 

TG 



PRIORITY APPLN. INFO.: JP 2000-243004 A 20000810 

JP 2001-172918 A 20010607 
OTHER SOURCE(S): MARPAT 136:200094 

GI 



CH2; and R is substituted or unsubstituted lower alkyl, substituted or 
unsubstituted lower alkenyl, substituted or unsubstituted carbamoyl, a 
substituted or unsubstituted heterocyclic group, substituted or 
unsubstituted aryl, or the like], useful as apolipoprotein B secretion 
inhibitors (no data), are prepd. Processes for the prepn. of I are 
claimed. For example, 2-(2-pyridyl)acetyl-5-[2-(4- 
trifluoromethylphenyl)benzoylamino]isoindoline was prepd. 

IT 400726-74-IP 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of biphenylcarboxamidoisoindoline derivs. as apolipoprotein B 
secretion inhibitors) 

RN 400726-74-1 CAPLUS 

CN [1,1'-Biphenyl]-2-carboxamide, N-[2-(2-dibenz[b,e][1,4]oxazepin-5(11H)- 
ylethyl)-2,3-dihydro-lH-isoindol-5-yl]-4'-(trifluoromethyl)- (9CI) (CA 
INDEX NAME) 
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REFERENCE COUNT: 77 THERE ARE 77 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L6 ANSWER 2 OF 105 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 2001:923564 CAPLUS 

DOCUMENT NUMBER: 136:53769 

TITLE: Preparation of ureas as anti-cancer agents 

INVENTOR(S): Kim, Joong Young; Yoon, Byung.Hoon; Hwang, Sun Kyung; 

Oh, Chul Min; Park, Mee Seon; Song, Kyoung Ok; Oh, 
Seong Soo 

PATENT ASSIGNEE (s): Chaconne NSI Co., Ltd., S. Korea 

SOURCE: PCT Int. Appl., 97 pp. 

CODEN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 


WO 2001095856 A2 20011220 WO 2001-KR1017 20010613 


W: 

AE, 

AG, 

AL, 

AM, 

AT, 

AU, 

AZ, 

BA, 

BB, 

BG, 

BR, 

BY, 

BZ, 

CA, 

CH, 

CN 


CR, 

CU, 

CZ, 

DE, 

DK, 

DM, 

DZ, 

EE, 

ES, 

FI, 

GB, 

GD, 

GE, 

GH, 

GM, 

HR 


HU, 

ID, 

IL, 

IN, 

IS, 

JP, 

KE, 

KG, 

KP, 

KZ, 

LC, 

LK, 

LR, 

LS, 

LT, 

LU 


LV, 

MA, 

MD, 

MG, 

MK, 

MN, 

MW, 

MX, 

MZ, 

NO, 

NZ, 

PL, 

PT, 

RO, 

RU, 

SD 


SE, 

SG, 

SI, 

SK, 

SL, 

TJ, 

TM, 

TR, 

TT, 

TZ, 

UA, 

UG, 

US, 

UZ, 

VN, 

YU 


ZA, 

ZW, 

AM, 

AZ, 

BY, 

KG, 

KZ, 

MD, 

RU, 

TJ, 

TM 






RW: 

GH, 

GM, 

KE, 

LS, 

MW, 

MZ, 

SD, 

SL, 

SZ, 

TZ, 

UG, 

ZW, 

AT, 

BE, 

CH, 

CY 


DE, 

DK, 

ES, 

FI, 

FR, 

GB, 

GR, 

IE, 

IT, 

LU, 

MC, 

NL, 

PT, 

SE, 

TR, 

BF 


BJ, 

CF, 

CG, 

Cl, 

CM, 

GA, 

GN, 

GW, 

ML, 

MR, 

NE, 

SN, 

TD, 

TG 




US 2002019389 A1 20020214 US 2001-880823 20010614 

PRIORITY APPLN. INFO.: KR 2000-32925 A 20000615 

KR 2000-32927 A 20000615 

KR 2000-32930 A 20000615 

KR 2000-45427 A 20000805 

OTHER SOURCE(S): MARPAT 136:53769 

GI 
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Ph 



AB The title compds. BYC(:X)Het [I; X = O, S, NH, N(CN); Y = a bond, NH, O, 

S; B = alkyl, (un)substituted 3-pyridyl, diphenylmethyl, imidazol-l-yl, 
etc.; Het = (un)substituted 4-phenylpiperazino, 3H-benzazepin-3-yl, 

4,4-diphenylpiperidino, etc.] and their pharmaceutically acceptable acid 
addn. salts, useful as anti-cancer agents, were prepd. Thus, reacting 
N-(5,6-dimethyl-2-methoxypyridin-3-yl)phenylcarbamate with 
7,8-dimethoxy-1-phenyl-2,3,4,5-tetrahydro-3H-benzazepine in the presence 
of DBU in THF afforded 82% II. The anti-cancer activity of all 
exemplified compds. I was evaluated in vitro using A549 (lung cancer), 
SUN638 (gastric cancer), HCT116 (rectal cancer), and A431 (ovarian cancer) 
cell lines. Compds. I showed a superior anti-cancer activity in all 
mentioned above cell lines (detailed data given). 

IT 381249-31-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of ureas as anti-cancer agents) 

RN 381249-31-6 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 10,ll-dihydro-5-(lH-imidazol-l-ylcarbonyl)- (9CI) 

(CA INDEX NAME) 



L6 ANSWER 3 OF 105 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR(S): 

CORPORATE SOURCE: 

SOURCE: 


PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 


CAPLUS COPYRIGHT 2002 ACS 
2001:418342 CAPLUS 
135:205274 

Effects of various antihypertensive drugs on the 

function of osteoblast 

Nishiya, Yoichi; Sugimoto, Seiji 

Tokyo Research Laboratories, Kyowa Hakko Kogyo Co., 
Ltd., Tokyo, 194-8533, Japan 

Biological & Pharmaceutical Bulletin (2001), 24(6), 
628-633 

CODEN: BPBLEO; ISSN: 0918-6158 
Pharmaceutical Society of Japan 
Journal 
English 
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AB Several studies have suggested that high blood pressure is assocd. with 
the risk of bone loss. Since various antihypertensive drugs are in wide 
use for the treatment of hypertension, it is important to investigate the 
influences of these drugs on bone metab. Osteoblasts play a pivotal role 
in the regulation of bone formation. During differentiation, they 
sequentially express type I collagen, alk. phosphatase (ALP), other bone 
matrix proteins, and finally undergo mineral deposition. In this study, 
we examd. the effects of various antihypertensive drugs on the function of 
osteoblast using clonal MC3T3-E1 cells. Drugs examd. include 
dihydropyridine-type calcium channel blockers (benidipine, amlodipine, and 
nifedipine), angiotensin-converting enzyme (ACE) inhibitors (captopril, 
lisinopril, and enalapril), and angiotensin II receptor type 1 (ATI) 
antagonists (TCV-116 and KW-3433). None of the ACE inhibitors or ATI 
antagonists affected ALP activity or cellular DNA content significantly. 

In contrast, benidipine, amlodipine, and nifedipine increased ALP activity 
when used in amts. 1 pM, 100 nM, and 100 nM, resp. Benidipine blocked 
calcium influx through the L-type voltage dependent calcium channel of 
MC3T3-E1 more potently than amlodipine or nifedipine. These calcium 
channel blockers did not change collagen accumulation. Benidipine 
significantly increased in vitro mineralization at a concn. of 1 nM and 
higher, while amlodipine did so at 1 .mu.M and nifedipine did not. 
Comparison of the effective concn. of each calcium channel blocker in our 
study with the reported max. serum concn. of each drug suggests that 
benidipine, but not amlodipine or nifedipine, promotes mineral deposition 
in human. 

IT 150802-50-9, KW-3433 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(effects of various antihypertensive drugs on function of osteoblast) 

RN 150802-50-9 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 2-[(2-ethyl-5,7-dimethyl-3H-imidazo[4,5-b]pyridin-3- 

yl)methyl]-10,ll-dihydro-5-(lH-tetrazol-5-ylmethyl)- (9CI) (CA INDEX 
NAME) 



REFERENCE COUNT: 


70 THERE ARE 70 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


L6 ANSWER 4 OF 105 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


INVENTOR(S): 


CAPLUS COPYRIGHT 2002 ACS 
2001:392066 CAPLUS 
135:5537 

Synthesis and use of N-substituted 

dibenzazaheterocyclic carboxylic acids and derivatives 
thereof for treatment of pain, hyperalgesia and 
inflammatory conditions 

Dorwald, Florenzio Zaragossa; Andersen, Knud Erik; 
Hohlweg, Rolf; Madsen, Peter; Jorgensen, Tine Krogh; 
Olsen, Uffe Bang; Andersen, Henrik Sune; Treppendahl, 
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PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 

LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


Svend; Zdenek, Polivka; Alexandra, Silhankova; Karel, 
Sindelar 

Novo Nordisk A/S, Den. 

U.S., 19 pp., Cont.-in-part of U.S. 5,874,428. 

CODEN: USXXAM 
Patent 
English 
5 


PATENT NO. 

KIND 

DATE 

APPLICATION NO. 

DATE 

US 

6239148 

B1 

20010529 

US 

1998-55574 

19980406 

US 

5595989 

A 

19970121 

US 

1995-367648 

19950103 

ZA 

9500031 

A 

19960704 

ZA 

1995-31 

19950104 

US 

5688788 

A 

19971118 

US 

1995-444140 

19950518 

US 

5693649 

A 

19971202 

US 

1995-544502 

19951018 

US 

5712292 

A 

19980127 

US 

1995-544905 

19951018 

US 

5721254 

A 

19980228 

US 

1995-544500 

19951018 

US 

5795888 

A 

19980818 

US 

1995-544682 

19951018 

US 

5668129 

A 

19970916 

US 

1996-626745 

19960327 

US 

5874428 

A 

19990223 

US 

1996-623289 

19960328 

ZA 

9602732 

A 

19961024 

ZA 

1996-2732 

19960404 

US 

6043239 

A 

20000328 

US 

1998-12918 

19980123 

TTY APPLN. INFO. 



DK 1994-19 A 

19940104 





DK 1994-1290 A 

19941109 


US 

DK 

DK 

US 

US 


1995-367648 A3 

1995-405 A 

1995-1005 A 

1995- 544682 A2 

1996- 623289 A2 


OTHER SOURCE(S): 
GI 


MARPAT 135:5537 


19950103 

19950407 

19950911 

19951018 

19960328 



AB Compds. I are synthesized and used as analgesics [wherein; R1,R2 = H, 
halo, CF3, amino, OH, alkyl or alkoxy; Y = CH or C=CH- ; X = (CH2)2, 

CH2-CO, CO CH2 or CH=CH; p = 1-3; Z = (partially 

unsatd.)(unsubstituted)piperidin-l-yl]. Twenty-seven synthetic examples 
were provided. Thus, 10,ll-dihydro-5H-dibenz[b,f]azepine was N-acylated 
by C1CH2CH2COC1 and the reduced product aminated by Et 

2-piperidinecarboxylate HC1 and base to give, after sapon., title compd. 
II. Compds. I inhibited a formalin-induced pain response in mice (hot 
plate test); e.g. II inhibited pain by 36% at a dose of 0.1 mg/kg. An 
exemplary tablet formulation (claimed 0.5 - 1000 mg a.i./unit dose) for 
compds. I is provided. 

183785-31-IP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 


IT 
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study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(synthesis and use of N-substituted dibenzazaheterocyclic carboxylic 
acids and derivs. thereof for treatment of pain, hyperalgesia and 
inflammatory conditions) 

RN 183785-31-1 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1-[3-(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)propyl]-, monohydrochloride (9CI) (CA INDEX NAME) 



CO2H 


• HC1 


REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L6 ANSWER 5 OF 105 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 2001:369435 CAPLUS 

DOCUMENT NUMBER: 135:235713 

TITLE: Perospirone 

AUTHOR(S): Onrust, Susan V.; McClellan, Karen 

CORPORATE SOURCE: Adis International Limited, Auckland, N. Z. 

SOURCE: CNS Drugs (2001), 15(4), 329-337 

CODEN: CNDREF; ISSN: 1172-7047 
PUBLISHER: Adis International Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

AB A review with 27 refs. Perospirone is an atypical antipsychotic agent for 
the treatment of schizophrenia. Its primary mode of action is through 
antagonism of serotonin 5-HT2A and dopamine D2 receptors. An 8-wk course 
of oral perospirone 8 to 48 mg/day displayed efficacy in up to 75% of 
patients with schizophrenia participating in phase II and phase III 
trials. The onset of action of the drug was about 2 wk. Perospirone was 
effective against pos., neg. and general symptoms in patients with 
schizophrenia, as assessed with std. rating scales (Brief Psychiatric 
Rating Scale, Pos. and Neg. Symptom Scale). Compared with haloperidol 2 
to 12 mg/day, perospirone 8 to 48 mg/day was significantly more effective 
against neg. symptoms and tended to be more effective against general 
symptoms and most pos. symptoms in a trial in 145 patients with 
schizophrenia. Perospirone had efficacy similar to that of mosapramine 50 
to 300 mg/day in a comparative phase III trial in 159 patients. 
Extrapyramidal symptoms (EPS) tended to occur less often and were 
generally milder with perospirone than with haloperidol or mosapramine. 

IT 89419-40-9, Mosapramine 

RL: ADV (Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse) ,- BSU (Biological study, unclassified) ; THU 
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(Therapeutic use); BIOL (Biological study); USES (Uses) 

(perospirone compared to typical antipsychotic agents in humans with 
schizophrenia) 

RN 89419-40-9 CAPLUS 

CN Spiro[imidazo[1,2-a]pyridine-3(2H),4 1 -piperidin]-2-one, 

1'-[3-(3-chloro-lO,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)propyl]hexahydro- 
(9CI) (CA INDEX NAME) 



REFERENCE COUNT: 


27 THERE ARE 27 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


L6 ANSWER 6 OF 105 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


CAPLUS COPYRIGHT 2002 ACS 
2001:185738 CAPLUS 
134:222732 

Novel processes for preparing oxazepine derivatives 
via cyclization of 2-(2-bromobenzyloxy)aniline 
derivative 


INVENTOR(S): 

PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 

LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


Sekiyama, Takaaki; Matsuzawa, Toshihiro; Yamamoto, 
Takashi; Yatagai, Masanobu; Ezaki, Junko 
Ajinomoto Co., Inc., Japan 
PCT Int. Appl., 26 pp. 

CODEN: PIXXD2 
Patent 
Japanese 
1 


PATENT NO. 


KIND DATE 


APPLICATION NO. DATE 


WO 2001017980 A1 20010315 WO 2000-JP5967 20000901 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, 

CR, CU, CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, 

HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 

LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, PL, PT, 

SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, 

YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW, AT, BE, 

DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, 

CF, CG, Cl, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

PRIORITY APPLN. INFO.: JP 1999-250298 A 19990903 

OTHER SOURCE(S): CASREACT 134:222732; MARPAT 134:222732 

GI 


CH, CN, 
GM, HR, 
LS, LT, 
RO, RU, 


CH, CY, 
BF, BJ, 
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AB Industrially advantageous processes for prepg. 5-substituted-5,11- 

dihydrodibenz[b,e][1,4]oxazepine derivs. (I; Z = CH2: Y1 = H; Y2 = H, 
lower alkyl; or Y1 and Y2 together represent (CH2)3 or (CH2)4; Y3 = CH2, 
CH2CH2; R1 - R5 = H, halo, lower alkyl, HO, lower alkoxy, NH2, lower 
alkylamino,- or R1 and R2, R2 and R3, R3 and R4, or R4 and R5 together 
represents 0CH20) through intramol. arylation and redn. from 
[2-(2-bromobenzyloxy)phenyl]amide derivs. bearing via amide linkage 
substituents to be introduced at the 5-position are described. More 
particularly, a process comprises subjecting (R)-l-[(4- 
methoxyphenyl)acetyl]pyrrolidine-2-carboxylic [2- (2- 
bromobenzyloxy)phenyl]amide (II; Yl- Y3, R1-R5 = same as above) to 
intramol. arylation to form (R)-[[2-(5,11-dihydrodibenz[b,e] [1,4]oxazepine- 
5-carbonyl)pyrrolidin]-1-yl]-2-(4-methoxyphenyl)ethanone I (Z = CO; Yl- 
Y3, R1-R5 = same as above) and then reducing the obtained compd. The 
compds. I possesses calcium channel antagonism and are useful for the 
prevention or treatment of digestive tract motility disorders, in 
particular intestinal disorders such as irritable bowel syndrome. Thus, 

(R)-1-[(4-methoxyphenyl)acetyl]pyrrolidine-2-carboxylic acid 
[2-(2-bromobenzyloxy)phenyl]amide (prepn. given) (1.69 kg), 23.0 g CuBr, 
and 443 g K2C03 were added to 4.19 L pyridine and heated under reflux for 
100 h to give, after workup and silica gel chromatog., 1.35 kg 
(R)-[2-[(5,11-dihydrodibenzo[b,e] [1,4]oxazepin-5-yl)carbonyl]pyrrolidin-1- 
yl]-2-(4-methoxyphenyl)ethanone (95% yield). A soln. of the latter compd. 
(1.35 kg) in 2.69 L THF was added to a cooled (5.degree.) suspension of 
400 g NaBH4 in 19.77 L THF, treated dropwise with 1.97 kg BF3-THF complex 
at .ltoreq.10.degree., stirred at 5.degree, for 1 h and 40.degree, for 14 
h, cooled at 5.degree., treated dropwise with 13.6 L 1.5 M aq. NaOH, and 
stirred at 60.degree, for 2 h. The reaction mixt. was extd. with 8.1 L 
PhMe and the org. layer was coned, in vacuo to .apprx.7.5 L, washed with 
water three times, warmed at 30.degree., treated dropwise with 941 L 4 M 
HCl/EtOAc, stirred at 5.degree, overnight, and filtered to collect pptd. 
crystals which ere recrystd. from 2-propanol to give 1.00 kg 
(R)-(+)-5,11-dihydro-5-[1-(4-methoxyphenethyl)-2- 

pyrrolidinylmethyl]dibenzo[b,e][1,4]oxazepine hydrochloride (73%). 

IT 195991-50-5P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(novel processes for prepg. oxazepine derivs. via cyclization of 
(bromobenzyloxy)aniline deriv.) 

RN 195991-50-5 CAPLUS 

CN Dibenz [b,e] [1,4]oxazepine, 5,ll-dihydro-5-[[(2R)-1-[2-(4- 
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methoxyphenyl)ethyl]-2-pyrrolidinyl]methyl]-, monohydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (+). 
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ACCESSION NUMBER: 2001:42360 CAPLUS 

DOCUMENT NUMBER: 135:262091 

TITLE: Study on the reference absorption spectra of the 

Japanese Pharmacopoeia. II Reference ultraviolet and 
visible absorption spectra I 

AUTHOR(S): Sakamoto, Tomoaki; Hanajiri, Ruri; Ishibashi, Mumio; 

Kojima, Shigeo 

CORPORATE SOURCE: Japan 

SOURCE: Iyakuhin Kenkyu (2000), 31(12), 871-882 

CODEN: IYKEDH; ISSN: 0287-0894 

PUBLISHER: Nippon Koteisho Kyokai 

DOCUMENT TYPE: Journal 

LANGUAGE: Japanese 

AB The new identification method of comparing the UV-visible absorption 

spectrum of a sample with its 'ref. spectrum or the spectrum of its -ref. 
std., was recently adopted in the 2nd supplement of the 13th edition of 
The Japanese Pharmacopoeia (JP). The authors tried to compare the new 
identification method with the current method of checking the wavelengths 
of absorption maxima in the spectrum. UV-visible spectra of 250 medicines 
(249 medicines in Part I and 1 medicine in Part II) were measured 
according to the methods prescribed in the JP13 monographs. The new 
identification method is bound to be more, specific than the current 
method, because each compd. has its own characteristic absorption pattern. 
However, it is found that some medicines have very similar absorption 
patterns. This seems not to present a serious problem, because the 
identity of each medicine is usually judged from the combination of 
results from plural identification methods. But, in order to achieve high 
quality of identification, it would be preferable to check the wavelengths 
of absorption maxima and/or other suitable information along with the use 
of this new identification method. This paper also provides some ref. 
spectra of medicines supplied by pharmaceutical companies. 

IT 28058-62-0 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological 
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study); USES (Uses) 

(UV and visible absorption spectra of drugs) 

RN 28058-62-0 CAPLUS 

CN [1,4 1 -Bipiperidine]-4'-carboxamide, 1'-[3-(3-chloro-10,ll-dihydro-5H- 
dibenz[b,f]azepin-5-yl)propyl]-, dihydrochloride (8CI, 9CI) (CA INDEX 
NAME) 



#2 HCl 
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SOURCE: PCT Int. Appl., 48 pp. 

CODEN: PIXXD2 

DOCUMENT TYPE: Patent 
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AB 5H-dibenzo[b,f]azepines, such as I [R = (CH2)nNRlR2; R1 = H, Ph, benzyl, 
phenethyl, alkyl, etc.; R2 = Ph, benzyl, phenethyl, alkyl, etc.; XY = 
CH2-CH2, CH=CH, CH=CR3; R3 = OH, OPh, alkoxy; n, m = 1 - 10], were prepd. 
for use as selective M2 muscarinic receptor antagonists and can be used in 
the treatment of cardiovascular disorders, particularly bradycardias and 
bradyarrhythmias and in the treatment of cognitive disorders such as 
Alzheimer's disease. Thus, 5H-dibenzo[b,f]azepine II [R = (CH2)4NEt2] was 
prepd. via a multistep synthetic sequence starting from 
l-benzyl-4-piperidone, tri-Et 4-phosphonocrotonate, and 
5-(chloroacetyl)-5H-dibenz[b,f]azepine. The prepd. 5H- 

dibenzo[b,f]azepines were tested for muscarinic receptor binding affinity 
and were found to have selectivity for the M2 receptor. 

IT 316363-32-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 5H-dibenz[b,f]azepines for pharmaceutical use as selective 
M2 muscarinic receptor antagonists) 

RN 316363-32-3 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 5- [ [4- [4-(diethylamino)butyl]-1-piperidinyl]acetyl]- 

10,11-dihydro- (9CI) (CA INDEX NAME) 



Et 2 N- (CH 2 )4 
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TITLE: Efficacies of lipophilic inhibitors of dihydrofolate 

reductase against parasitic protozoa 

AUTHOR(S): Lau, Hollis; Ferlan, Jill T.; Brophy, Victoria Hertle; 

Rosowsky, Andre; Sibley, Carol Hopkins 
CORPORATE SOURCE: Department of Genetics, University of Washington, 

Seattle, WA, 98195-7360, USA 

SOURCE: Antimicrobial Agents and Chemotherapy (2001), 45(1), 

187-195 

CODEN: AMACCQ; ISSN: 0066-4804 
PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Competitive inhibitors of dihydrofolate reductase (DHFR) are used in 

chemotherapy or prophylaxis of many microbial pathogens, including the 
eukaryotic parasites Plasmodium falciparum and Toxoplasma gondii. 
Unfortunately, point mutations in the DHFR gene can confer resistance to 
inhibitors specific to these pathogens. We have developed a rapid system 
for testing inhibitors of DHFRs from a variety of parasites. We replaced 
the DHFR gene from the budding yeast Saccharomyces cerevisiae with the 
DHFR-coding region from humans, P. falciparum, T. gondii, Pneumocystis 
carinii, and bovine or human-derived Cryptosporidium parvum. We studied 
84 dicyclic and tricyclic 2,4-diaminopyrimidine derivs. in this 
heterologous system and identified those most effective against the DHFR 
enzymes from each of the pathogens. Among these compds., six 
tetrahydroquinazolines were effective inhibitors of every strain tested, 
but they also inhibited the human DHFR and were not selective for the 
parasites. However, two quinazolines and four tetrahydroquinazolines were 
both potent and selective inhibitors of the P. falciparum DHFR. These 
compds. show promise for development as antimalarial drugs. 

IT 251658-84-1 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(efficacies of lipophilic inhibitors of dihydrofolate reductase against 
parasitic protozoa) 

RN 251658-84-1 CAPLUS 

CN 2,4-Pteridinediamine, 6-[(10,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)methyl]- 
(9CI) (CA INDEX NAME) 
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134:42148 

Preparation of crystals of oxazepines for treatment of 
irritable colon syndrome 

Matsusawa, Toshihiro; Sekiyama, Takaaki; Yatagai, 
Masanobu 

Ajinomoto Co., Inc., Japan 
Jpn. Kokai Tokkyo Koho, 6 pp. 

CODEN: JKXXAF 
Patent 
Japanese 
1 


PATENT NO. KIND DATE 


APPLICATION NO. DATE 


JP 2000351778 A2 20001219 JP 1999-162760 19990609 

OTHER SOURCE(S): CASREACT 134:42148 

AB 5,ll-Dihydro-5-[1-(4-methoxyphenethyl)-2-pyrrolidinylmethyl]dibenzo[b,e][1 
,4]oxazepine nitrate (I), useful treatment of irritable colon syndrome, 
etc. (no data), is prepd. by reaction of 5,11- 
dihydrodibenzo [b,e] [1,4]oxazepine with optically active 
3-chloro-l-(4-methoxyphenethyl)piperidine, reaction of the resulting 
mixts. contg. optically active 5,ll-dihydro-5-[1-(4-methoxyphenethyl)-2- 
pyrrolidinylmethyl]dibenzo[b,e] [1,4]oxazepine (II) and 
5,11-dihydro-5 -[1-[2 -(4-methoxyphenyl)ethyl]piperidin-3- 

yl]dibenzo[b,e][1,4]oxazepine (III) in HN03 in solvents, and isolation of 
I by crystn. 5,11-Dihydrodibenzo[b,e][1,4]oxazepine was reacted with 
(S)-(+)-3-chloro-1-(4-methoxyphenethyl)piperidine in the presence of NaH 
in DMSO at 50.degree, for 5 h to give 7.3:1 mixt. of (R)-(+)-II and 
(S)-III, which was reacted with HN03 in EtOH at room temp, overnight to 
give 43.7% (R)-I. 

IT 313048-22-5P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of crystals of oxazepines by condensation of benzooxazepine 
with chloropiperidine and reaction with nitric acid) 

RN 313048-22-5 CAPLUS 

CN Dibenz[b,e][1,4]oxazepine, 5,ll-dihydro-5-[[(2R)-1-[2-(4- 

methoxyphenyl)ethyl]-2-pyrrolidinyl]methyl]-, mononitrate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 195991-49-2 
CMF C27 H30 N2 02 


Absolute stereochemistry. Rotation (+). 
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TITLE: The effect of the antipsychotic drug mosapramine on 

the expression of fos protein in the rat brain; 
comparison with haloperidol, clozapine and risperidone 
AUTHOR(S): Fujimura, Masatake; Hashimoto, Kenji; Yamagami, Keiji 

CORPORATE SOURCE: Tokyo Laboratories, Pharmaceutical Research Division, 

Welfide Corporation, LTD, Iruma, 358-0026, Japan 
SOURCE: Life Sciences (2000), 67(23), 2865-2872 

CODEN: LIFSAK; ISSN: 0024-3205 
PUBLISHER: Elsevier Science Inc. 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB In this study, we examd. the effect of the acute p.o. administration of 
the antipsychotic drug mosapramine, as well as the antipsychotic drugs 
clozapine, haloperidol and risperidone, on the expression of Fos protein 
in the medial prefrontal cortex, nucleus accumbens and dorsolateral 
striatum of rat brain. The administration of mosapramine (1 or 3 mg/kg) 
significantly increased the no. of Fos protein pos. neurons in the medial 
prefrontal cortex, but not in the dorsolateral striatum. In addn., 
mosapramine (1, 3 or 10 mg/kg) produced a dose-dependent increase in the 
no. of Fos protein pos. neurons in the nucleus accumbens. The acute 
administration of 10 mg/kg of mosapramine significantly increased the no. 
of Fos protein pos. neurons in all brain regions. The acute 
administration of clozapine (30 mg/kg), similarly to mosapramine at lower 
doses (1 or 3 mg/kg), significantly increased the no. of Fos protein pos. 
neurons in the medial prefrontal cortex and nucleus accumbens, but not 
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dorsolateral striatum. In contrast, haloperidol (0.3 mg/kg) significantly 
increased the no. of Fos protein pos. neurons in the nucleus accumbens and 
dorsolateral striatum, but not medial prefrontal cortex. The acute 
administration of risperidone (0.3 or 1 mg/kg) did not affect the no. of 
Fos protein pos. neurons in the medial prefrontal cortex, nucleus 
accumbens or dorsolateral striatum of rat brain, whereas a 3 mg/kg dose of 
risperidone significantly increased the no. of Fos protein pos. neurons in 
all brain regions. These results suggest that the ability of mosapramine 
to enhance expression of Fos protein in the medial prefrontal cortex may 
contribute to a clozapine-like profile with respect to actions on neg. 
symptoms in schizophrenia. Furthermore, the lack of effect of low doses 
of mosapramine on Fos protein expression in the dorsolateral striatum, an 
area believed to play a role in movement, suggests that it may have a 
lower tendency to induce neurol. side effects. 

IT 89419-40-9, Mosapramine 

RL: ADV (Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse); BSU (Biological study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(effect of antipsychotic drug mosapramine on expression of fos protein 
in rat brain and comparison with haloperidol, clozapine and 
risperidone) 
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REFERENCE COUNT: 


26 THERE ARE 26 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


L6 ANSWER 12 OF 105 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


INVENTOR(S): 


PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 


CAPLUS COPYRIGHT 2002 ACS 
2000:772618 CAPLUS 
133:321883 

Preparation of piperidylimidazole derivatives useful 
in the treatment and/or prevention of diseases and 
disorders related to the histamine H3 receptor 
Dorwald, Florencio Zaragoza; Andersen, Knud Erik; 
Jorgensen, Tine Krogh; Wulff, Birgitte Schjellerup; 
Pettersson, Ingrid 

Novo Nordisk A/S, Den.; Boehringer Ingelheim 
International, G.m.b.H. 

PCT Int. Appl., 47 pp. 

CODEN: PIXXD2 
Patent 



09/ 994,971 


LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 


WO 2000064884 

A1 

20001102 


WO 2000-DK186 


20000414 



W: AE, 

AG, 

AL, 

AM, 

AT, AU, 

AZ, 

BA, 

BB, 

BG, 

BR, 

BY, 

CA, 

CH, 

CN, 

CR, 

cu, 

CZ, 

DE, 

DK, 

DM, DZ, 

EE, 

ES, 

FI, 

GB, 

GD, 

GE, 

GH, 

GM, 

HR, 

HU, 

ID, 

IL, 

IN, 

IS, 

JP, KE, 

KG, 

KP, 

KR, 

KZ, 

LC, 

LK, 

LR, 

LS, 

LT, 

LU, 

LV, 

MA, 

MD, 

MG, 

MK, MN, 

MW, 

MX, 

NO, 

NZ, 

PL, 

PT, 

RO, 

RU, 

SD, 

SE, 

SG, 

SI, 

SK, 

SL, 

TJ, TM, 

TR, 

TT, 

TZ, 

UA, 

UG, 

UZ, 

VN, 

YU, 

ZA, 

ZW, 

AM, 

AZ, 

BY, 

KG, 

KZ, MD, 

RU, 

TJ, 

TM 








RW: GH, 

GM, 

KE, 

LS, 

MW, SD, 

SL, 

SZ, 

TZ, 

UG, 

ZW, 

AT, 

BE, 

CH, 

CY, 

DE, 

DK, 

ES, 

FI, 

FR, 

GB, GR, 

IE, 

IT, 

LU, 

MC, 

NL, 

PT, 

SE, 

BF, 

BJ, 

CF, 

CG, 

Cl, 

CM, 

GA, 

GN, GW, 

ML, 

MR, 

NE, 

SN, 

TD, 

TG 





PRIORITY APPLN. 

INFO, 





DK 1999- 

565 


A 

19990426 




OTHER SOURCE(S): MARPAT 133:321883 

GI 



AB Piperidylimidazole derivs. I [R1 = H, functional group; R2 = H, cyano, 

halo, alkyl; X = CO, CS, CH2; n = 0-10; R3, R4 = cycloalkyl, heteroaryl, 
etc,], useful in the treatment and/or prevention of diseases and disorders 
related to the histamine H3 receptor, were prepd. E.g., reaction of 
4-(4-piperidyl)imidazole dihydrochloride with 5-(3-chloropropyl)-10,11- 
dihydro-5H-dibenzo[b,f]azepine in presence of potassium carbonate and 
potassium iodide gave 5-(3-(4-(lH-imidazol-4-yl)piperidin-l-yl)propyl)- 
10,ll-dihydro-5H-dibenzo [b,f]azepine. The affinity of I for histamine H3 
receptors was detd. 
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receptor) 
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AB The title compds. [I; R1 = H, a functional group which can be converted to 

H in vivo; R2 = H, alkyl, halo, etc.; R3-R6 = H, C02H, alkoxycarbonyl, 
etc.; m, n, p, q=0-2; X=a bond, CH2, CO, etc.; Y = a bond, 0, NR12 
(R12 = H, alkyl, aryl, etc.); A = a bond, alkylene, alkenylene, etc.; Z = 
R13, OR13, SR13, etc. (R13 = H, alkyl, aryl, etc.)], useful for the 
treatment and/or prevention of diseases and disorders related to the 
histamine H3 receptor (more particularly, useful for the treatment and/or 
prevention of diseases and disorders, in which an interaction with the 
histamine H3 receptor is beneficial), were prepd. and formulated. E.g., 
treatment of 5-cyclohexylpentanoic acid with carbonyldiimidazole in DCM 
followed by addn. of 4,5,6,7-tetrahydroimidazo[4,5-c]pyridine in DCM 
afforded 24% II. Compds. I are effective at 0.05-10 mg/kg/day. 

IT 303019-87-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of substituted fused imidazoles for treatment and/or prevention 
of diseases and disorders related to the histamine H3 receptor) 

RN 303019-87-6 CAPLUS 

CN lH-Imidazo[4,5-c]pyridine, 5- [3-(10,11-dihydro-5H-dibenz[b,f]azepin-5-yl)- 
1-oxopropyl]-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 
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AB Compds. I [Ar = aryl, heteroaryl; W = bond, amino, alkylene, 

aminoalkylene; X = N, C; Z = bond, methylene, ethylene, etc.; Rl, R2 
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halo, amino, OH, N02, etc.; m, n = 0, 4], inhibitors of 
dihydrofolatereductase and useful for the treatment or prophylaxis of 
diseases assocd. with parasitic infection such as toxoplasmosis, 
cryptosporidiosis, leishmaniasis, and malaria, were prepd. E.g., addn. of 
NaH to a soln. of Ph2NH and 2,4-diamino-6-bromomethylpteridine 
hydrobromide gave 54% N-(2,4-diaminopteridin-6-yl)methyl-N,N- 
diphenylamine. 

IT 251658-84-IP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of compds. as inhibitors of dihydrofolate reductase) 

RN 251658-84-1 CAPLUS 

CN 2,4-Pteridinediamine, 6-[(10,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)methyl]- 
(9CI) (CA INDEX NAME) 
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AB Biol, active substances are described which inhibit the cellular formation 
of NMN, an essential intermediate in NAD(P) biosynthesis in the cell. 

These substances can be used for a pharmaceutical compn. for the treatment 
of cancer, leukemia, or for Immunosuppression. Addnl., methods are 
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described for the identification of such substances and for the 
investigation of a given cell type for its dependence on nicotinamide as a 
precursor in NAD synthesis. 

IT 299400-68-3 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological 
study) ,• USES (Uses) 

(NMN formation inhibitors, therapeutic use thereof, and identification 
and metabolic methods) 

RN 299400-68-3 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 10,ll-dihydro-5-[[4-[4-[[(3- 

pyridinylamino)carbonyl]amino]butyl]-1-piperidinyl]carbonyl]- (9CI) (CA 
INDEX NAME) 
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OTHER SOURCE(S): MARPAT 133:256811 

AB The present invention is directed to novel compns. comprising at least one 
dopamine agonist in combination with at least one nitric oxide donor (i.e. 
compds. that donate, transfer or release nitric oxide, elevate endogenous 
levels of endothelium-derived relaxing factor, stimulate endogenous 
synthesis of nitric oxide or are substrates for nitric oxide synthase). 

The novel compns. may optionally comprise at least one therapeutic agent, 
such as, a vasoactive agent, an antiemetic agent, and mixts. thereof. The 
dopamine agonist is preferably apomorphine. The present invention is also 
directed to methods for treating and/or preventing sexual dysfunctions 
and/or enhancing sexual responses in patients. In other embodiments, the 
present invention is directed to methods treating or preventing 
neurodegenerative diseases, mitochondrial diseases, spinal cord injury, 
central or psychostimulant addiction, senile dementia, circulatory 
disorders, cardiovascular disorders, hyperprolactinemia or myopia. The 
compds. and/or compns. of the present invention can also be provided in 
the form of a pharmaceutical kit (no data). 

IT 89419-40-9, Mosapramine 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological 
study) ,• USES (Uses) 

(pharmaceutical compns. contg. dopamine agonists in combination with 
nitric oxide donors for treating and/or preventing sexual dysfunctions) 
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CN Spiro[imidazo[1,2-a]pyridine-3(2H),4 1 -piperidin]-2-one, 

1'-[3 -(3-chloro-10,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)propyl]hexahydro- 
(9CI) (CA INDEX NAME) 
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US 1998-55633 A3 19980406 
OTHER SOURCE(S): MARPAT 133:193091 
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AB Title compds. [I; R1,R2 = H, halo, alkyl, alkoxy, etc.; Z = N [ (CH2) nR] CH2, 
CH[(CH2)nR]CH2, C:CH; R = Z2R3; R3 = (CH2)mOH or (CH2)pCOR4; R4 = OH, NH2, 
NHOH, alkoxy; Z1 = O, S, CH2CH2,CH:CHCH2, CH2CO, etc.; Z2 = 
pyrrolidine-1,2-diyl, piperidine-1,3- or -1,4-diyl, tetrahydroquinoline- 
2,3-diyl, etc.; m = 0-6; n = 1-3; p = 0 or 1] were prepd. Thus, 

10,ll-dihydro-5H-dibenz[b,f]azepine was N-acylated by C1CH2CH2COC1 and the 
reduced product aminated by Et 4-piperidinecarboxylate to give, after 
sapon., title compd. II. Data for biol. activity of I were given. 

IT 183785-31-IP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use) ; BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 1-(dibenzazepinoalkyl)azacycloalkanecarboxylic acids and 
analogs as CGRP inhibitors) 
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CN 4-Piperidinecarboxylic acid, 1- [3-(10,11-dihydro-5H-dibenz[b,f]azepin-5- 

yl)propyl]-, monohydrochloride (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title cornpds. [I; A = Q, Ql, Q2; R = H, Cl, (CH3)2N, CH30; R1 = CH30, 

N(CH3)2, H; R-Rl = OCH20; n = 2, 3; ], salts, stereoisomers, and drug 
compns. contg. I are prepd. and are useful in the treatment or prevention 
of motor function disorder of digestive tract, particularly intestinal 
diseases including irritable bowel syndrome. Thus, the title cornpds. 

(R)-5,ll-Dihydro-5-[1-(4-methoxyphenethyl)-piperidin-2- 
ylmethyl]dibenzo[b,e] [1,4] oxazepine and (R)-5,ll-dihydro-5-[1-(4- 
dimethylaminophenethyl)-piperidin-2-ylmethyl]dibenzo[b, e][1,4]oxazepin 
were prepd. and tested. 

IT 281677-32-5P 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; SPN (Synthetic preparation) ; THU (Therapeutic 
use) ; BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of oxazepine derivs. and drugs contg. the same) 
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CN Dibenz[b,e][1,4]oxazepine, 5,ll-dihydro-5-[[(2R)-l-[2-(4- 

methoxyphenyl)ethyl]-2-piperidinyl]methyl] - , monohydrochloride (9CI) (CA 
INDEX NAME) 
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Absolute stereochemistry. 
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AB The present invention relates to the use of N-substituted azaheterocyclic 
compds. or salts thereof, for the treatment of conditions related to 
angiogenesis. N-substituted azaheterocyclic compds. decreased the vessel 
area of neovascularization of mouse cornea by 30-50%. A tablet contained 
a N-substituted azaheterocyclic compd. 100, silicone dioxide 1.5, 
microcryst. cellulose 70, modified cellulose gum 7.5, in the core, and 
hydroxypropyl Me cellulose 9, and Mywacett 9-40T 0.9 mg in the coating. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological 
study); USES (Uses) 

(pharmaceutical compns. contg. N-substituted azaheterocyclic compds. 
for treatment of indications related to angiogenesis) 
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yl)propyl]-, (3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compds. [I; R1,R2 = H, halo, alkyl, alkoxy, etc.; X = O, S, CH2CH2, 

CH2CO, NHCO, etc.; Z = N(CH2)rZlR3, CH(CH2)rZlR3, C:CH(lh)rZlR3, etc.; R3 
= (CH2)mOH or (CH2)pCOR4; R4 = OH, NH2, NHOH, alkoxy; Z1 = 
pyrrolidine-1,2-diyl, piperidine-1,n-diyl, morpholine-4,2-diyl, 
piperazine-1,4-diylmethyl, etc.; m = 0-6; n = 2-4; p = 0 or 1; r = 1-3] 

were prepd. Thus, I (R1 = R2 = H, X = CH2CH2, Z = NR)(II; R = H) was 

N-acylated by C1CH2CH2COC1 and the reduced product aminated by Et 

piperidine-4-carboxylate to give, after sapon., II [R = 

3-(4-carboxypiperidino)propyl]. Data for biol. activity of I were given. 
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Synthesis, Molecular Modeling, and Opioid Receptor 
Affinity of 9,10-Diazatricyclo[4.2.1.12,5]decanes and 
2,7-Diazatricyclo[4.4.0.03,8]decanes Structurally 
Related to 3,8-Diazabicyclo[3.2.1]octanes 
Vianello, Paola; Albinati, Alberto; Pinna, Gerardo A. ; 
Lavecchia, Antonio; Marinelli, Luciana; Borea, Pier 
Andrea; Gessi, Stefania; Fadda, Paola; Tronci, Silvia; 
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CODEN: JMCMAR; ISSN: 0022-2623 
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Journal 
English 

AB Various lines of evidence, including mol. modeling studies, imply that the 
endoethylenic bridge of 3,8-diazabicyclo[3.2.1]octanes (DBO) plays an 
essential role in modulating affinity toward .mu. opioid receptors. This 
hypothesis, together with the remarkable analgesic properties obsd. for N3 
propionyl, N8 arylpropenyl derivs. and of the reverted isomers, has 
prompted the authors to insert an addnl. endoethylenic bridge on the 
piperazine moiety to identify derivs. with increased potency toward this 
receptor class. In the present report, the authors describe the synthesis 
of the novel compds. 9,10-diazatricyclo[4.2.1.12,5]decane and 
2,7-diazatricyclo[4.4.0.03,8]decane, as well as the representative derivs. 
functionalized at the two nitrogen atoms by propionyl and arylpropenyl 
groups. Opioid receptor binding assays revealed that, among the compds. 
tested, the N-propionyl-N-cinnamyl derivs. exhibited the highest 
.mu.-receptor affinity, and remarkably, one of them displayed in vivo 
(mice) an analgesic potency 6-fold that of morphine. 
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study); PREP (Preparation); PROC (Process); USES (Uses) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; R1-R4 = H, halo, perhalomethyl, etc.; R1 and R2, R2 

and R3, R3 and R4 may form (un)substituted cyclic ring contg. 5-7 carbon 
atoms; A = (un)substituted 5-6 membered cyclic ring; X = a bond, CH:CH, 
0CH20, etc.; Ar = (un)substituted arylene, heteroarylene, divalent 
heterocyclic group; R5 = H, OH, halo, etc.; R6 = H, OH, halo, etc.; R7 = 

H, alkyl, alkenyl, etc.; R8 = H, alkyl, alkenyl, etc.; Y = 0, S, NH, etc.; 
n = 1-4; m = 0-1], useful in the treatment and/or prevention of conditions 
mediated by nuclear receptors, in particular the Peroxisome 
Proliferator-Activated Receptors (PPAR) (e.g., in the treatment of 
diabetes and/or obesity), were prepd. and formulated. Thus, reacting 
2-(10,11-dihydrodibenzo[b,f]azepin-5-yl)ethanol with Et 
2-ethoxy-3-(4-hydroxyphenyl)propionate in the presence of 
triphenylphosphine and di-Et azodicarboxylate afforded 90% II. Compds. I 
are effective at 0.1-70 mg/day in the treatment of adult humans. 
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(prepn. of tricyclic compds. for the treatment and/or prevention of 
conditions mediated by nuclear receptors, in particular the Peroxisome 
Proliferator-Activated Receptors (PPAR)) 
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SOURCE: Progress in Neuro-Psychopharmacology & Biological 

Psychiatry (2000), 24(2), 251-258 
CODEN: PNPPD7; ISSN: 0278-5846 
PUBLISHER: Elsevier Science Inc. 

DOCUMENT TYPE: Journal 

LANGUAGE: Eng1ish 

AB The authors investigated the effects of long-term neuroleptic 

administration on the hypothalamo-pituitary-gonadal (HPG) axis of 
regularly medicated schizophrenic male patients. The subjects were 56 
patients who were diagnosed according to the DSM-IV criteria for 
schizophrenia. Each patient gave informed consent for the research 
involved in this study. Based on the dosages of neuroleptics, the 
subjects were classified into two age-matched groups: those with lower 
dosages (LD) and those with higher dosages (HD). The mean level of the 
blood testosterone (T) in the LD group was significantly lower than that 
in the normal group, although the level was within normal range. There 
was no significant difference in the mean level of the blood T for the HD 
and the normal groups, or for the HD and the LD groups. There was no 
significant difference in the mean levels of the blood LH between all 
groups. Also, there was no significant difference in the mean levels of 
the blood FSH between the groups. The mean levels of the blood prolactin 
in both the LD and HD groups were significantly higher than that in the 
normal subjects, but there was no significant difference between the LD 
and HD schizophrenics. Overall, these results seem to indicate that (i) 
in male patients with chronic schizophrenia, HPG function is impaired, and 
(ii) chronic neuroleptic medication stimulates the HPG axis in 
schizophrenic patients with impaired HPG function. 
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AB Title compds. [I; R = COCOR1; R1 = H, (cyclo)alk(en)yl, aryl, etc.; R2 = 

H, (ar)alkyl, alkoxy(alkyl), alkanoyloxy(alkyl), etc.; R3 = H, cyano, 
alkoxy, etc.; R2R3 = atoms to complete a ring] were prepd. Thus, 
piperidine-2,6-dicarboxylic acid was N-protected and the product treated 
with Ac20 to give the anhydride which was cyclocondensed with 
PhCH2OCH2CH2NH2 to give, in 3 addnl. steps, I (R2 = CH2CH20CH2Ph, R3 = 

H) (II; R = H) which was N-acylated by 3,4,5-(MeO)3C6H2C0C02H to give II [R 
= COCOC6H2(OMe)3-3,4,5]. Data for biol. activity of I were given. 

IT 255910-70-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use) ; BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of 9-trimethoxyphenyloxalyl-2-oxo-3,9-diaza[3.3.1]nonanes and 





09/ 994,971 


analogs as FKBP rotamase inhibitors) 

RN 255910-70-4 CAPLUS 

CN 3,10-Diazabicyclo[4.3.1]decan-2-one, 10-[oxo(3,4,5- 

trimethoxyphenyl)acetyl]-3-(2-phenylethyl)- (9CI) (CA INDEX NAME) 


OMe 


MeO 


MeO 



N CH 2 — CH 2 — Ph 


REFERENCE COUNT: 


3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


L6 ANSWER 25 OF 105 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 

TITLE: 

INVENTOR(S): 


PATENT ASSIGNEE(S): 
SOURCE: 


CAPLUS COPYRIGHT 2002 ACS 
1999:690954 CAPLUS 
131:307106 

Use of vitamin PP compounds as cytoprotective agents 
in chemotherapy 

Biedermann, Elfi; Hasmann, Max; Loser, Roland; Rattel, 
Benno; Reiter, Friedemann; Schein, Barbara; 

Schemainda, Isabel; Seibel, Klaus; Vogt, Klaus; 

Wosikowski, Katja 

Klinge Pharma GmbH, Germany 

PCT Int. Appl., 145 pp. 

CODEN: PIXXD2 


DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 


PATENT NO. KIND DATE 


APPLICATION NO. DATE 


WO 9953920 A1 19991028 WO 1999-EP2686 19990421 



W: 

AE, 

AL, 

AM, 

AT, 

AU, 

AZ, 

BA, 

BB, 

BG, 

BR, 

BY, 

n 

> 

CH, 

CN, 

CU, CZ 



DE, 

DK, 

EE, 

ES, 

FI, 

GB, 

GD, 

GE, 

GH, 

GM, 

HR, 

HU, 

ID, 

IL, 

IN, IS 



JP, 

KE, 

KG, 

KP, 

KR, 

KZ, 

LC, 

LK, 

LR, 

LS, 

LT, 

LU, 

LV, 

MD, 

MG, MK 



MN, 

MW, 

MX, 

NO, 

NZ, 

PL, 

PT, 

RO, 

RU, 

SD, 

SE, 

SG, 

SI, 

SK, 

SL, TJ 



TM, 

TR, 

TT, 

UA, 

UG, 

US, 

UZ, 

VN, 

YU, 

ZA, 

ZW, 

AM, 

AZ, 

BY, 

KG, KZ 



MD, 

RU, 

TJ, 

TM 













RW: 

GH, 

GM, 

KE, 

LS, 

MW, 

SD, 

SL, 

SZ, 

UG, 

ZW, 

AT, 

BE, 

CH, 

CY, 

DE, DK 



ES, 

FI, 

FR, 

GB, 

GR, 

IE, 

IT, 

LU, 

MC, 

NL, 

PT, 

SE, 

BF, 

BJ, 

CF, CG 



Cl, 

CM, 

GA, 

GN, 

GW, 

ML, 

MR, 

NE, 

SN, 

TD, 

TG 





DE 

19818044 


A1 

19991028 


DE 1998-19818044 

19980422 


EP 

1031564 


A1 

20000830 


EP 1999-103814 

19990226 



R: 

AT, 

BE, 

CH, 

DE, 

DK, 

ES, 

FR, 

GB, 

GR, 

IT, 

LI, 

LU, 

NL, 

SE, 

MC, PT 



IE, 

SI, 

LT, 

LV, 

FI, 

RO 










AU 

9939282 


A1 

19991108 


AU 1999-39282 


19990421 


EP 

1079832 


A1 

20010307 


EP 1999-922119 

19990421 



R: 

AT, 

BE, 

CH, 

DE, 

DK, 

ES, 

FR, 

GB, 

GR, 

IT, 

LI, 

LU, 

NL, 

SE, 

PT, IE, 

JP 

2002512190 

T2 


20020423 


JP 2000-544324 

19990421 


WO 

2000050399 

A1 

20000831 


WO 2000-EP1628 

20000228 



W: 

AE, 

AL, 

AM, 

AT, 

AU, 

AZ, 

BA, 

BB, 

BG, 

BR, 

BY, 

CA, 

CH, 

CN, 

CR, CU, 



CZ, 

DE, 

DK, 

DM, 

EE, 

ES, 

FI, 

GB, 

GD, 

GE, 

GH, 

GM, 

HR, 

HU, 

ID, IL, 



IN, 

IS, 

JP, 

KE, 

KG, 

KP, 

KR, 

KZ, 

LC, 

LK, 

LR, 

LS, 

LT, 

LU, 

LV, MA, 



MD, 

MG, 

MK, 

MN, 

MW, 

MX, 

NO, 

NZ, 

PL, 

PT, 

RO, 

RU, 

SD, 

SE, 

SG, SI, 



SK, 

SL, 

TJ, 

TM, 

TR, 

TT, 

TZ, 

UA, 

UG, 

US, 

UZ, 

VN, 

YU, 

ZA, 

ZW, AM, 



AZ, 

BY, 

KG, 

KZ, 

MD, 

RU, 

TJ, 

TM 












09/ 994,971 



RW: GH, GM, 

KE, LS, 

MW, 

SD, 

SL, SZ, TZ, UG, ZW, 

AT, 

BE, CH, 

CY, 

DE, 


DK, ES, 

FI, FR, 

GB, 

GR, 

IE, IT, LU, MC, NL, 

PT, 

SE, BF, 

BJ, 

CF, 


CG, Cl, 

CM, GA, 

GN, 

GW, 

ML, MR, NE, SN, TD, 

TG 




EP 

1154998 

A1 

20011121 

EP 2000-907642 

20000228 




R: AT, BE, 

CH, DE, 

DK, 

ES, 

FR, GB, GR, IT, LI, 

LU, 

NL, SE, 

MC, 

PT, 


IE, SI, 

LT, LV, 

FI, 

RO 






PRIORITY 

APPLN. INFO 




DE 1998-19818044 

A 

19980422 








EP 1999-103814 

A 

19990226 








WO 1999-EP2686 

W 

19990421 








WO 2000-EP1628 

W 

20000228 



OTHER SOURCE(S): 

MARPAT 

131: 

307106 





AB The 

invention relates to the use of vitamin PP compds. 

and/or compds 

. with 


anti-pellagra activity such as for example nicotinic acid (niacin), and 
nicotinamide (niacin-amide, vitamin PP, vitamin B3) for the redn., 
elimination or prevention of side-effects of different degrees as well as 
for neutralization of acute side-effects in immunosuppressive or 
cancerostatic chemotherapy or diagnosis, esp. with substituted pyridine 
carboxamides, as well as combination medicaments with an amt. of compds. 
with vitamin B3 and/or anti-pellagra activity and chemotherapeutic agents 
are esp. considered in the mentioned chemotherapies and indications. 
Nicotinamide at 500 mg/kg twice daily protected mice treated i.p. with 
antitumor N-[4-(l-diphenylmethylpiperidin-4-yl)butyl]-3-(pyridin-3- 
yl)propionamide. There were no deaths in the nicotinamide-treated mice 
and the strong redn. of leukocytes was completely prevented. 

IT 200868-28-6 

RL: ADV (Adverse effect, including toxicity); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(vitamin PP compds. as cytoprotective agents in chemotherapy) 

RN 200868-28-6 CAPLUS 

CN 3-Pyridinepropanamide, N-[4-[1-[(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)carbonyl]-4-piperidinyl]butyl]- (9CI) (CA INDEX NAME) 
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AB Title compds. (e.g. I) were prepd. for use as NPY antagonists for 

pharmacol. use. Thus, 1,1-cyclopentane-diacetic acid anhydride was 
reacted with 4-amino-benzonitrile and then with 1-(diphenyl- 
methyl) piperazine to give a cyano-product which was hydrogenated to the 
amino-imine (II). In in vitro tests with NPY receptors prepd. from 
rabbits, title compds. had IC50 .ltoreq.10,000 nM. 

IT 246515-37-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ,- SPN (Synthetic preparation) ; THU (Therapeutic 
use); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of as peptidomimetics for use as NPY antagonists) 
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dibenzo[b,e][1,4] diazepin-5-yl)carbonyl]-1-piperazinyl]-2- 
oxoethyl]cyclopentyl]acetyl]amino]-N-(3-phenylpropyl)- (9CI) (CA INDEX 
NAME) 
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AB As part of a larger search for potent as well as selective inhibitors of 
dihydrofolate reductase (DHFR) enzymes from opportunistic pathogens found 
in patients with AIDS and other immune disorders, N-[(2,4-diaminopteridin- 
6-yl)methyl]dibenz[b,f]azepine (I) and the corresponding 
dihydrodibenz[b,f]azepine, dihydroacridine, phenoxazine, phenothiazine, 
carbazole, and diphenylamine analogs were synthesized from 
2,4-diamino-6-(bromomethyl)pteridine in 50-75% yield by reaction with the 
sodium salts of the amines in dry THF at room temp. The products were 
tested for the ability to inhibit DHFR from Pneumocystis carinii (pcDHFR), 
Toxoplasma gondii (tgDHFR), Mycobacterium avium (maDHFR), and rat liver 
(rlDHFR). The member of the series with the best combination of potency 
and species selectivity was I, with IC50 values against the four enzymes 
of 0.21, 0.043, 0.012, and 4.4 .mu.M, resp. The dihydroacridine, 
phenothiazine, and carbazole analogs were also potent, but nonselective. 

Of the compds. tested, I was the only one to successfully combine the 
potency of trimetrexate with the selectivity of trimethoprim. Mol. 
docking simulations using published 3D structural coordinates for the 
cryst. ternary complexes of pcDHFR and hDHFR suggested a possible 
structural interpretation for the binding selectivity of I and the lack of 
selectivity of the other compds. According to this model, I is selective 
because of a unique propensity of the seven-membered ring in the 
dibenz[b,f]azepine moiety to adopt a puckered orientation that allows it 
to fit more comfortably into the active site of the P. carinii enzyme than 
into the active site of the human enzyme. Compd. I was also evaluated for 
the ability to be taken up into, and retard the growth of, P. carinii and 
T. gondii in culture. The IC50 of I against P. carinii trophozoites after 
7 days of continuous drug treatment was 1.9 .mu.M as compared with 
previously obsd. IC50 values of >340 .mu.M for trimethoprim and 0.27 .mu.M 
for trimetrexate. In an assay involving [3H]uracil incorporation into the 
nuclear DNA of T. gondii tachyzoites as the surrogate endpoint for growth, 
the IC50 of I after 5 h of drug exposure was 0.077 .mu.M. The favorable 
combination of potency and enzyme selectivity shown by I suggests that 
this novel structure may be an interesting lead for structure-activity 
optimization. 
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AB Objective: This study was performed to det. whether in vitro affinities of 
currently available antipsychotics toward dopamine or other neuronal 
receptor systems are assocd. with their in vivo incidence of central and 
peripheral adverse drug reactions (ADRs). Methods: For 17 antipsychotic 
drugs available in Japan, the clin. incidences of 7 different types of 
drug-induced ADRs (i.e., akathisia, dyskinesia, tremor, rigidity, 
drowsiness, hypotension and dry mouth) were obtained from both 
post-marketing ADR databases and the investigational clin. trials of eight 
pharmaceutical companies. Affinity consts. (Ki) of the resp. drugs toward 
dopamine D1 and D2 receptors, .alpha.1-adrenoceptors, histamine HI 
receptors, serotonin 5-HT2 receptors and muscarinic cholinoceptors, detd. 
using rat brain synaptosomes, were obtained from the literature. 
Relationships between in vitro receptor-binding properties and in vivo 
incidences of the resp. types of antipsychotic-related ADRs were analyzed 
using Spearman's rank correlation. Results: Significant (P < 0.05) 
correlations were obsd. between the Ki values for dopamine D2 receptor and 
the clin. incidences of akathisia and dyskinesia (rs = -0.68 and -0.66, 
resp.). Significant (P < 0.05) correlations were also obsd. between the 
Ki values for .alpha.1-adrenoceptor and histamine HI receptor and the 
incidence of drowsiness (rs=-0.65 and -0.55, resp.), and between the Ki 
values for three receptor systems (i.e., dopamine D1 receptor. 
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.alpha.1-adrenoceptor and histamine HI receptor) and the incidence of dry 
mouth (rs = -0.50, -0.81 and -0.62, resp.). Conclusion: Preclin. 
receptor-binding data of antipsychotic drugs toward central dopamine and 
other ancillary neurotransmitter systems may be useful for predicting not 
only in vivo antipsychotic potency but also clin. incidence of akathisia 
and dyskinesia for this class of agents. Newly developed antipsychotic 
drugs with more potent and selective antagonistic activity against the 
dopamine D2 receptor may not necessarily be assocd. with a lower incidence 
of extrapyramidal ADRs. 
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AB The invention relates to novel N-substituted azaheterocyclic compds. I 

[wherein X = o-C6H4, O, S, (un)substituted CH2, CO, CH2CH2, CH:CH, NHCO, 
CH20, CH2S, etc.; Y = trivalent groups N(CH2), C(:CH), or CH(CH2) (where 
the ring atom is 1st and the sidechain atom 2nd); Rl, R2 = H, halo, CF3, 
OH, Cl-6 alkyl or alkoxy; Z = nucleus selected from piperidine, 

(alkyl)piperazine, (thio)morpholine, pyrrolidine, 

tetrahydro(iso)quinoline, or aminocyclohexane; R3 (bound at N atom of Z) = 
(CH2)mOH or (CH2)pCOR4; m, p = 1-4; R4 = OH, NH2, NHOH, or C16 alkoxy; n = 
0-2], or salts thereof. The invention also relates to methods for prepn. 
of the compds., to compns. contg. them, and to their use for the clin. 
treatment of painful, hyperalgesic and/or inflammatory conditions in which 
C-fibers play a pathophysiol. role by eliciting neurogenic pain or 
inflammation. Also disclosed is use of the compds. for treatment of 
indications caused by or related to the secretion and circulation of 
insulin antagonizing peptides, e.g., non-insulin-dependent diabetes 
mellitus (NIDDM) and ageing-assocd. obesity. For instance, 

10,ll-dihydro-5H-dibenzo[b,f]azepine underwent a sequence of: (1) 
N-alkylation by l-benzyl-3-(chloromethyl)pyrrolidine (15%), (2) 

hydrogenolytic debenzylation (78%), N-alkylation by BrCH2CH2C02Et (89%), 
and finally alk. hydrolysis (69%), to give title compd. II, isolated as 
the hydrochloride. In the histamine-induced rat paw edema test, II.HC1 
gave 56% inhibition at 1.0 mg/kg i.p. 

IT 244196-27-8P, 3-[3-[(10,ll-Dihydro-5H-dibenzo[b,f]azepin-5- 
yl)methyl]pyrrolidin-l-yl]propionic acid hydrochloride 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use) ; BIOL (Biological study); PREP (Preparation); USES (Uses) 

(target compd.; prepn. of dibenzazepines and analogs for treatment of 
painful and inflammatory conditions) 
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CN 1-Pyrrolidinepropanoic acid, 3 -[(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 

yl)methylj-, monohydrochloride (9CI) (CA INDEX NAME) 
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AB The present invention is concerned with the use of glycine transport 

inhibiting .alphaalpha.-diphenyl-l-piperidinebutanamides for the prepn. 
of medicaments, title compds. I (Rl, R2, = H, alkyl; X = CR4R5; R4 = H, 

OH, etc.; R5 = diarylmethyloxyalkyl, etc) for treating disorders of the 
central and peripheral nervous system, in particular psychoses, pain, 
epilepsy, neurodegenerative diseases (Alzheimer's disease), stroke, head 
trauma, multiple sclerosis and the like. The title compd. II was prepd. 
Formulations are given. The invention further comprises novel compds., 
their prepn. and their pharmaceutical forms. The bioactivity of II was 
demonstrated. 

IT 241130-30-3P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use) ; BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of heterocyclic compds. as glycine transport inhibitors) 

RN 241130-30-3 CAPLUS 

CN 1-Piperidinebutanamide, 4-[2-(10,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)-2- 
oxoethyl]-N,N-dimethyl-.alpha.,.alpha.-diphenyl- (9CI) (CA INDEX NAME) 
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AB 3-Piperidyl-4-oxoquinazoline derivs. or pharmaceutically acceptable salts 
[I; R = amino substituted by optionally substituted aryl, heteroaryl, or 
cyclic amino such as dibenzazepine; n = integer from 1 to 4; R3, R4 = H, 
lower alkyl, etc.], having an excellent MTP-inhibitory activity, thus 
useful in inhibiting the formation of LDL causative of arteriosclerotic 
diseases and enabling the regulation of TG, cholesterol and lipoproteins 
such as LDL in the blood and cellular lipids via the regulation of the MTP 
activity, were prepd. I are expected also as a novel type of remedies or 
preventives for hyperlipemia or arteriosclerotic diseases and, moreover, 
as remedies or preventives for pancreatitis, obesity, 

hypercholesterolemia, hypertriglyceridemia, etc. Refluxing a mixt. of 
BrCH2CH2NPh2 and 3-(piperidin-4-yl)-3H-quinazolin-4-one contg. K2C03 in 
MeCN gave 55% I (R = Ph2N, R3 = R4 = H, n = 2) (II). II.2HC1 showed IC50 

of 0.1 .mu.M against apolipoprotein B secretion and 0.6 .mu.M against 
triglyceride transport in vitro. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
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(prepn. of 3-piperidyl-4-oxoquinazoline derivs. as medicinal compns.) 
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AB The invention relates to new piperazinyl-substituted pyridylalkanoic, 
-alkenoic, and alkynoic acid amides with a satd. or (poly)unsatd. 
hydrocarbon residue in the carboxylic acid group, and analogs, i.e., 
having formula I [R1 = H, OH, halo, cyano, CONH2, C02H, (hetero)aryl, 
alkoxy, amino, (hetero)aryloxy, etc.; R2 = H, halo, cyano, alkyl, CF3, OH, 
etc.; or R1R2 = (CH2)4, (CH:CH)2, or CH20CH20 or its (di)alkyl derivs.; R3 

= H, halo, alkyl, CF3, hydroxyalkyl, etc.; R4 = H, OH, alk(en/yn)yl, 
cycloalkyl, alkoxy, aralkoxy; n = 0, 1; A = (un)substituted alkylene or 
hetero-isosteres, cycloalkylene, alkenylene, alkadienylene, or ethynylene; 
D = (un)substituted alkylene, alkenylene, alkynylene, or hetero-isosteres 
of them; E = (un)substituted (bis)(homo)piperazine bound at the N atoms; G 
= variety of terminal chains]. Also disclosed are methods for the prodn. 
of the compds., medicaments contg. them, and their prodn., as well as 
their therapeutic use, esp. as cytostatic agents and immunosuppressive 
agents, for example, in the treatment or prevention of various types of 
tumors, and control of immune reactions such as autoimmune diseases. For 
example, 3-(3-pyridyl)acrylic acid was activated with oxalyl chloride and 
condensed with O-[3-[4-(diphenylmethyl)piperazin-l-yl]propyl]hydroxylamine 
to give title compd. II. Several representative compds. inhibited various 
human tumor cells in vitro at low concns., e.g., with IC50 values of 0.1 
nM to 10 .mu.M, and also showed immunosuppressive activity against mouse 
lymphocytes with IC50 values of 0.03-0.09 .mu.M. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
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(target compd.; prepn. of piperazinyl-substituted 
pyridylalkanecarboxamides and analogs as cytostatics and 
immunosuppressants) 
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Rl2 Rl3 I 


AB N-substituted azaheterocyclic compds. I [Rl, Rla, R2, R2a = H, halo, 

cyano, OH, etc.; X = o-phenylene, 0, S, CH2CH2, etc.; Y = N, CN, N(CO), 
etc.; A = C.tplbond.C, CO, C(:CH2), etc.; R12 = H, hydroxyalkyl, etc.; R13 
= cyano, amino, etc.; m, n = 0-2], useful for clin. treatment of painful, 
hyperalgesic and/or inflammatory conditions in which C-fibers play a 
pathophysiol. role by eliciting neurogenic pain or inflammation as well as 
their use for treatment of indications caused by or related to the 
secretion and circulation of insulin antagonizing peptides, e.g. 
non-insulin-dependent diabetes mellitus (NIDDM) and ageing-assocd. 
obesity, were prepd. E.g., 1-(3-(10,ll-dihydro-5H-dibenzo[a,d]cyclohepten- 
5-ylidene)-1-propyl)-4-phenyl-4-piperidinecarboxylic acid was prepd. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ,- SPN (Synthetic preparation) ; THU (Therapeutic 
use) ; BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. and neurogenic antiinflammatory activity of azaheterocyclic 
compds.) 
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CN 5H-Dibenz[b,f]azepine, 10, ll-dihydro-5-[3-(4-phenyl-1-piperidinyl)propyl]- 
(9CI) (CA INDEX NAME) 
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Q = ~ (CH=CH)n~CH 



AB AC(:X)NR1(CR2aR2b)x(CH2)yB [I; x = 0, 1; yr = 1-5; R1 = H, lower alkyl, 

lower cycloalkyl-lower alkyl, lower cycloalkyl, (un)substituted aralkyl; 
R2a, R2b = any group given for R1 or R2aR2b = lower alkylene; X = O, S; B 
= 1-4 N-contg. 5-membered heteroaryl, 6-membered heteroaryl, C5-C6 
condensed heteroaryl, C-C6 condensed heteroaryl; A = tricyclic group Q [n 
=0, 1; Y = direct bond, S, O, CH2, CH2CH2, CH:CH, CH20, CH2S(0)m (m = 
0-2), CONH, CH2NH; if Y = CH20 and n = 1, then R3, R4 = halo, N02, cyano, 
lower alkyl, C.gtoreq.2 lower alkoxy, lower alkylamino; if Y = CH20 and n 
= 0 or Y .noteq. CH20, then R3, R4 = H, halo, N02, cyano, lower alkyl, 
lower alkoxy, lower alkylamino; p, q = 1-4], Q1 [Z = CO, CHOR5 (R5 = H, 
lower alkyl), C:CH2, NR6 [R6 = H, lower alkyl, lower cycloalkyl, 

(un)substituted Ph, (un)substituted heteroaryl, (un)substituted aralkyl, 
heteroarylalkyl]]] and their salts are prepd. I inhibit leukocyte 
activation and suppress NO release, and are useful as treatment of 
inflammatory diseases and allergic diseases. 5-Benzyl-N-[l-methyl-4-(3- 
pyridyl)butyl]-10,11-dihydro-5H-dibenz[b,f]azepine-2-carboxamide (prepn. 
given) showed 99% inhibition against LPS- and IFN-.gamma.-stimulated NO 
release from mouse macrophages. Pharmaceutical formulations contg. I were 
also given. 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic 
use) ; BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of N-contg. heterocyclic compds. as leukocyte activation and NO 
release inhibitors for treatment of inflammatory and allergic diseases) 
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AB There is little information regarding the effects of risperidone addn. to 
neuroleptic treatment in chronic schizophrenia. As a preliminary study, 

10 neuroleptic-treated schizophrenic inpatients received risperidone (high 
5HT2A/D2 ratio, i.e. the ratio between 5HT2A and D2 receptor occupancy) 
and mosapramine (low 5HT2A/D2 ratio) in a randomized, single-blind, 
crossover, add-on study consisting of 8 wk of treatment each with 
risperidone and mosapramine. Although both addns. resulted in 
significant, albeit modest, improvement, there was no significant 
difference in the scores on the Pos. and Neg. Syndrome Scale for 
Schizophrenia between risperidone and mosapramine addn. These results 
suggest that risperidone and mosapramine bring about comparable effects in 
add-on design. Thus, risperidone with a high 5HT2A/D2 ratio does not seem 
to be better than mosapramine with a low 5HT2A/D2 ratio when combined with 
conventional neuroleptics. Further studies including a large no. of 
patients and a double-blind design are needed. 

IT 89419-40-9, Mosapramine 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological 
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(risperidone vs. mosapramine addn. to neuroleptic treatment in chronic 
schizophrenic humans) 
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AB The title compds. I [R1 - R5 = H, alkoxy, etc.; R6, R7 = H, hydroxy; Y1 = 
methylene, etc.] are prepd. I are useful in the treatment or prevention 
of intestinal diseases such as gastrointestinal tract dyskinesia, in 
particular, irritable bowel syndrome. In an in vitro test for calcium 
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antagonism using ileum, (R)-5,ll-Dihydro-5-[1-[2-(4- 

dimethylaminophenyl)ethyl]-2-pyrrolidinylmethyl]dibenzo [b,e] [1,4]oxazepine 
dihydrochloride (II) in vitro showed IC50 of 35 nM; in an in vitro test 
for calcium antagonism using artery, II showed IC50 of 255 nM. I also 
showed high water soly. 
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(prepn. of dihydrodibenzoxazepine derivs. as calcium antagonists) 
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AB This invention relates to title compds. I wherein: Y = e.g., (CH2)n, O, S 

wherein n is an integer from 0-2; A-B is (CH2)mNR3 or NR3(CH2)m , wherein 
m is an integer from 1-2, provided that when Y is (CH2)n and n=2, m may 
also be zero and when n is zero, m may also be three, provided also that 
when Y is (CH2)n and n is 2, m may not also be two; Rl = e.g., H, halo, 

OH; R2 = e.g., H, halo, OH; R3 is the moiety COAr where Ar is selected 
from, e.g., substituted Ph, (un)substituted 5-indolyl; the arom. Z ring 
represents, e.g., fused (un)substituted Ph, 5- or 6-membered atom, 
heterocycle, that exhibit antagonist activity at VI and/or V2 receptors 
and exhibit in vivo vasopressin antagonist activity, methods for using 
such compds. in treating diseases characterized by excess renal 
reabsorption of water, and processes for prepg. such compds. I are also 
antagonists of the peptide hormone oxytocin and are useful in the control 
of premature birth. Thus, e.g., acylation of 6,ll-dihydro-5H- 
dibenz[b,e]azepine (prepn. given) with 4-[(2-methylbenzoyl)amino]benzoyl 
chloride (prepn. given) afforded N-[4-[(6,ll-dihydro-5H-dibenz[b,e]azepin- 
5-yl)carbonyl]phenyl]-2-methylbenzamide which exhibited binding to rat 
hepatic VI receptors and rat kidney medullary V2 receptors with IC50 = 

0.15 and 0.068 .mu.M, resp., and oxytocin receptor binding with IC50 =2.9 
.mu.M. 
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AB The title compds. [I; Rl, R2 = H, halo, CF3, etc.; Y = >N-CH2-, >CH-CH2-, 

>C:CH- (only the first atom participates in the ring system); X = 
o-phenylene, 0, S, etc.; r = 1-3; Z = II-V (wherein R3 = (CH2)pC02H; p = 

2- 6)] and their salts, useful for the clin. treatment of painful, 
hyperalgesic and/or inflammatory conditions in which C-fibers play a 
pathophysiol. role by eliciting neurogenic pain or inflammation as well as 
their use for treatment of indications caused by or related to the 
secretion and circulation of insulin antagonizing peptides, e.g. 
non-insulin-dependent diabetes mellitus (NIDDM) and ageing-assocd. 
obesity, were prepd. and formulated. Thus, reaction of 

5-(3-bromo-l-propylidene)-10,ll-dihydro-5H-dibenzo[a,d]cycloheptene with 

3- (piperidin-3-yl)propionic acid Et ester (prepn. given) in the presence 
of K2C03 in DMF followed by hydrolysis of the resulting ester afforded 
VI.HC1 which showed 42% inhibition of histamine induced hyperglycemia at 
1.0 mg/kg. 
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AB R1ZR2 [I; R1,R2 = H, alkyl, acyl, aryl, etc.; Z = 9,10- 

diazatricyclo[4.2.1.12,5]- or -[3.3.1.12,6]decane-9,10-diyl] were prepd. 
as opioids (no data). I were prepd. in multi-step syntheses from 
5,6-epoxycyclooctene. 
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AB Cyclopentabenzodiazepinic compds. I and II [R = H, Me; NR1R2 = piperidyl, 
(un)substituted piperazinyl] were synthesized and their binding studies on 
Ml, M2 receptors were conducted in rat tissue homogenates. I and II had 
appreciable Ml-receptor selectivity and some compds. had higher Ml 
receptor affinity than pirenzepine (PZ). 
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CN Piperidine, 1-[(10, ll-dihydro-5H-dibenz[b,f]azepin-5-yl)acetyl]-4- (6- 
fluoro-1,2-benzisoxazol-3-yl)- (9CI) (CA INDEX NAME) 
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AB Tolterodine [(R)-N,N-diisopropyl-3-(2-hydroxy-5-methylphenyl)-3- 

phenylpropanamine] is a new potent and competitive muscarinic receptor 
antagonist developed for the treatment of urinary urge incontinence and 
other symptoms of overactive bladder. In vivo, tolterodine exhibits 
functional selectivity for the urinary bladder over salivary glands, a 
profile that cannot be explained in terms of selectivity for a single 
muscarinic receptor subtype. The aim of this study was to compare the in 
vitro and in vivo antimuscarinic profiles of tolterodine with those of 
muscarinic receptor antagonists with distinct receptor subtype-selectivity 
profiles: darifenacin [ (S)-2-{l - [2-(2,3-dihydrobenzofuran-5-yl)ethyl]-3 - 
pyrrolidinyl}-2,2-diphenylacetamide; selective for muscarinic M3 
receptors]; UH-AH 37 (6-chloro-5,10-dihydro-5-[(l-methyl-4- 
piperidinyl) acetyl]-HH-dibenzo-[b, e] [1,4] diazepine-ll-one; low affinity 
for muscarinic M2 receptors); and AQ-RA 741 (11-({4-[4- 
(diethylamino)butyl]-1-piperidinylJacetyl)-5,ll-dihydro-6H-pyrido[2,3- 
b][l,4]benzodiazepine-6-one; high affinity for muscarinic M2 receptors). 
The in vitro profiles of these compds. were in agreement with previous 
reports; darifenacin and UH-AH 37 demonstrated selectivity for muscarinic 
M3/m3 over M2/m2 receptors, while the converse was obsd. for AQ-RA 741. 

In vivo, AQ-RA 741 was more potent (1.4-2.7-fold) in inhibiting urinary 
bladder contraction than salivation in the anesthetized cat (i.e., a 
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profile similar to that of tolterodine [2.5-3.3-fold]), while darifenacin 
and UH-AH 37 showed the reverse selectivity profile (0.6-0.8 and 
0.4-0.5-fold, resp.). The results confirm that it is possible to sep. the 
antimuscarinic effects on urinary bladder and salivary glands in vivo. 

The data on UH-AH 37 and darifenacin support the view that a selectivity 
for muscarinic M3/m3 over M2/m2 receptors may result in a more pronounced 
effect on salivation than on bladder contraction. The data on AQ-RA 741 
may indicate that muscarinic M2/m2 receptors may have a role in bladder 
contraction. 
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US 1994-254823 A2 19940613 
OTHER SOURCE(S): MARPAT 129:54301 

GI 


Rl 




AB The title cornpds. [I; Rl = H, Cl, F, etc.; R2 = H, Cl, Br, etc.; R1R2 = 
methylenedioxy, ethylenedioxy; R5 = H, Me, Et, etc.; R6 = N(Ra)COAr', 
CON(Ra)Ar', etc. (Ra = H, Me, Et; Ar' = (un)substituted Ph, thienyl, 
etc.); R7 = H, Me, Et, etc.; Z = (un)substituted fused oxazole, Ph], which 
exhibit antagonist activity at VI and/or V2 receptors and in vivo 
vasopressin antagonist activity as well as antagonist activity at oxytocin 
receptors, and as such useful in treating diseases characterized by excess 
renal reabsorption of water (e.g., congestive heart failure, nephrotic 
syndrome, hyponatremia, coronary vasospasm, cardiac ischemia, renal 
vasospasm, liver cirrhosis, brain edema, cerebral ischemia, cerebral 
hemorrhage-stroke), were prepd. Thus, reaction of 4 — [ {2 — 
methylbenzoyl)amino]benzoyl chloride with 10,ll-dihydro-5H- 
dibenz[b,f]azepine in the presence of 4-(dimethylamino)pyridine in 
pyridine at 80.degree, for 18 h followed by the addn. of NaH afforded the 
compd. II which showed IC50 of 2.5 .mu.M against rat hepatic VI receptor ’ 
binding and IC50 of 0.86 .mu.M against rat kidney medullary V2 receptor 
binding. 

IT 169878-66-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of tricyclic benzazepine vasopressin antagonists) 

RN 169878-66-4 CAPLUS 

CN Benzamide, N-[4-[(10,11-dihydro-5H-dibenz[b,f]azepin-5-yl)carbonyl]phenyl]- 
2-methyl- (9CI) (CA INDEX NAME) 
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AB The title compds. [I; Y = a bond; AB = (CH2)2N(R3); R1 = H, halo, OH, 

etc.; R2 = H, halo, OH, etc.; R1R2 = methylenedioxy, ethylenedioxy; R3 = 
C(0)Ar (wherein Ar = (un)substituted Ph, thienyl, etc.); Z = 

(un)substituted fused benzo, thiazole, etc.], which exhibit antagonistic 
activity at VI and/or V2 receptors, in vivo vasopressin antagonist 
activity, and antagonistic activity at oxytocin receptors, and therefore 
useful in treating diseases characterized by excess renal reabsorption of 
water such as congestive heart failure, nephrotic syndrome, hyponatremia, 
coronary vasospasm, cardiac ischemia, liver cirrhosis, brain edema, 
cerebral ischemia, or cerebral hemorrhage-stroke, were prepd. Thus, 
reaction of 4-[(2-methylbenzoyl)amino]benzoyl chloride with 
10,ll-dihydro-5H-dibenz[b,f]azepine in the presence of 

4-(dimethylamino)pyridine in pyridine afforded the title compd. II which 
showed IC50 of 2.5 .mu.M against rat hepatic VI receptors binding and IC50 
of 0.86 .mu.M against rat kidney medullary V2 receptors binding. 

IT 169878-66-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of tricyclic benzazepine vasopressin antagonists) 

RN 169878-66-4 CAPLUS 

CN Benzamide, N-[4-[(10,11-dihydro-5H-dibenz[b,f]azepin-5-yl)carbonyl]phenyl]- 
2-methyl- (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; Rl, R2 = H, halo, Cl-6 alkyl; Y = NCH2, C:CH (only 
the first atom participates in the ring system); X = S, CH2CH2, OCH2, 
etc.; r = 1-2; Z = II-V (wherein R3 = (CH2)pCOOH; p = 0-1)] and their 
salts, useful for the clin. treatment of painful, hyperalgesic and/or 
inflammatory conditions in which C-fibers play a pathophysiol. role, e.g. 
neurogenic pain, inflammation, migraine, neuropathy, itching and 
rheumatoid arthritis, as well as useful for treatment of indications 
caused by or related to the secretion and circulation of insulin 
antagonizing peptides, were prepd. and formulated. Thus, reaction of 
11-(2-bromoethylidene)-6,11-dihydrodibenzo[b,e]thiepine with 
4-piperidinecarboxylic acid Et ester in the presence of K2C03 and Nal in 





09/ 994,971 


DMSO followed by hydrolysis of the resulting ester with 4N NaOH afforded 
the title compd. VI.HC1 which showed 51% inhibition of histamine induced 
edema at 1 mg/kg. 

IT 205808-28-2P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of N-substituted azaheterocyclic compds. for treatment of 
painful, hyperalgesic and/or inflammatory conditions) 

RN 205808-28-2 CAPLUS 

CN 2-Piperidineacetic acid, 1-[3-(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)propyl]-’, monohydrochloride (9CI) (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; Rl, R2 = H, halo, CF3, etc.; X = o-phenylene, 0, S, 
etc.; Y = N-CH2-, CH-CH2-, C:CH-, CH-O- (only the first atom participates 
in the ring system); r = 1-3; Z = II-V (Ml, M2 = C, N; R5 = H, Cl-6 alkyl, 
PhCH2, Ph; R3 = H, halo, CF3, N02, CN; R4 = H, halo, CF3, etc.)] and their 
salts, useful for the clin. treatment of painful, hyperalgesic and/or 
inflammatory conditions in which C-fibers play a pathophysiol. role such 
as e.g. neurogenic pain, inflammation, migraine, neuropathy, itching and 
rheumatoid arthritis, as well as for the treatment of indications caused 
by or related to the secretion and circulation of insulin antagonizing 
peptides, e.g. non-insulin-dependent diabetes mellitus (NIDDM) and 
ageing-assocd. obesity, were prepd. and formulated. Thus, reaction of 
6-(1-piperazinyl)-2-pyridinecarboxylic acid Et ester (prepn. described) 
with (10,ll-dihydro-5H-dibenzo[b,f]acepin-5-yl)-1-Pr methanesulfonate in 
the presence of K2C03 in Me2C0 followed by hydrolysis of the resulting 
ester with NaOH in H20/Et0H afforded the title compd. VI.HC1 which showed 
61% inhibition of histamine induced pain response at 1.0 mg/kg. 

IT 205924-81-8P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of 1,4-disubstituted piperazines for the treatment of painful, 
hyperalgesic and/or inflammatory conditions) 

RN 205924-81-8 CAPLUS 

CN 3-Pyridinecarboxylic acid, 2-[4-[2-(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 

yl)ethyl]-1-piperazinyl]-, monohydrochloride (9CI) (CA INDEX NAME) 
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GI 



AB The title compds. [I; Rl, R2 = H, halo, CF3, etc.; X = o-phenylene, 0, S, 

etc.; Y = N, CH, N(C:0), C:C(R8) (only first atom participates in the ring 
system and R8 = H, Cl-6 alkyl); A = C.tplbond.C, C(0), C:CH, etc.; r, s = 
0-4; Z = substituted piperidino, piperazino, pyrrolidino, etc.] and their 
salts, useful for the clin. treatment of painful, hyperalgesic and/or 
inflammatory conditions in which C-fibers play a pathophysiol. role by 
eliciting neurogenic pain or inflammation as well as useful for treatment 
of indications caused by or related to secretion and circulation of 
insulin antagonizing peptides, were prepd. and formulated. Thus, reaction 
of iminodibenzyl with [3-bromo-2(R)-methylpropoxy]tetrahydropyran in the 
presence of NaNH2 in C6H6 followed by methanesulfonylation of the 
resulting 3-(10,ll-dihydro-5H-dibenzo[b,f]azepin-5-yl)-(2S)-methyl-1- 
propanol, reaction of the methanesulfonate with (R)-2-piperidinecarboxylic 
acid Et ester hydrochloride in the presence of K2C03 in DMF, and 
hydrolysis of the resulting ester with 5N NaOH afforded the title compd. 
II.HC1 with showed 47% inhibition of histamine induced pain response at 
1.0 mg/kg. 

IT 205982-67-8P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of N-substituted azaheterocyclic compds. as analgesics and 
antiinflammatories) 

RN 205982-67-8 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1-[3-(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)-2-methylpropyl]-, monohydrochloride, [R-(R*,R*)J- (9CI) (CA INDEX 
NAME) 


Absolute stereochemistry. 
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AB The title compds. [I; Z-contg. ring = (un)substituted fused Ph; Y = NH, 
NCOMe; N(Cl-3 alkyl); R1 = H, halo, OH, etc.; R2 = H, Cl, Br, I, F, OH, 
etc.; R1R2 = methylenedioxy, ethylenedioxy; R3 = C(0)Ar (wherein Ar = 

(un)substituted Ph, furanyl, thienyl, pyrrolyl)] which exhibit antagonist 
activity at VI and/or V2 receptors, in vivo vasopressin antagonist 
activity, and antagonist activity at oxytocin receptors, and are therefore 
useful in treating diseases characterized by excess renal reabsorption of 
water, were prepd. Thus, reaction of 4-[(2-methylbenzoyl)amino]benzoyl 
chloride with 10,ll-dihydro-5H-dibenz[b,f]azepine in the presence of 
4-(dimethylamino)pyridine and NaH in pyridine afforded compd. II which 
showed IC50 of 2.5 .mu.M against rat hepatic VI receptor binding and IC50 
of 0.86 .mu.M against rat kidney medullary V2 receptor binding. 

IT 169878-66-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of tricyclic benzazepine vasopressin antagonists) 

RN 169878-66-4 CAPLUS 

CN Benzamide, N-[4-[(10,11-dihydro-5H-dibenz[b,f]azepin-5-yl)carbonyl]phenyl]- 
2-methyl- (9CI) (CA INDEX NAME) 
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AB The title compds. [I; R1 = H, halo, CN, etc.; R2 = H, Cl-6 alkyl, C3-6 

alkenyl, etc.; R3 = H, halo, Cl-6 alkyl, etc.; R4 = H, OH, PhCH20, etc.; k 
= 0-1; A = (un)substituted C2-6 alkylene, C4-6 alkadienylene, etc.; D = 

(un)substituted Cl-10 alkylene, C2-10 alkenylene, etc.; E = II, III 
(wherein n, p = 0-3 with the proviso that n + p .ltoreq. 4; q = 2-3; R10 = 
H, Cl-6 alkyl, OH, etc.; Rll = H, Cl-6 alkyl, O; R10R11 = alkylene bridge 
with 1-5 carbon atoms, esp. a Cl-3 alkylene bridge); G = H, S02(CH2)rR12 
(wherein R12 = H, Cl-6 alkyl, C3-6 alkenyl, etc.; r = 0-3), COR15 (R15 = 

CF3, Cl-6 alkoxy, PhCH20, etc.), etc.], useful in the treatment of tumors 
or for immunosuppression, were prepd. and formulated. Thus, reaction of 
N-[4-(piperidin-4-yl)butyl]-3-(pyridin-3-yl)acrylamide with 
N,N-diphenylcarbamic acid chloride in the presence of Et3N in CH2C12 
afforded 60% IV which showed IC50 of 0.001 .mu.M against HepG2 cells 
growth. 
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AB R1ZCONR4Z1Z2R2 [I; R1 = (1-oxido)(un)substituted 3-pyridyl; R2 = H, 

Z3(CH2)r(CR14R15)sR13, COR16, etc.; R4 = H, alkyl, alkoxy, etc.; R13,R14 


H, alkyl, (hetero)aryl, etc.; R15 = H, OH, Me, Ph, CH2Ph; R16 = CF3, 
alkoxy, OCH2Ph; Z = cyclopropylene, alkylene which may be interrupted by 


O, CO, NH, etc.; Z1 = (un)substituted alk(en)ylene, etc.; Z2 = N-attached 
(un)substituted (ox)azacycloalkylene; Z3 = bond or CO; r = 0-3; s = 0 or 
1] were prepd. Thus, 4-piperidinebutanol was N-alkylated by Ph2CHBr and 


the product converted in 2 steps to H2N(CH2)4Z2CHPh2 (Z2 = 
piperidine-4,1-diyl) which was amidated by 3-pyridinepropionic acid to 
give R1CH2CH2CONH(CH2)4Z2CHPh2 (R1 = 3-pyridyl, Z2 = piperidine-4,1-diyl) 
Data for biol. activity of I were given. 
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AB The title compd. I [R1 = H, halo, cyano, etc.; R2 = H, halo, hydroxy, 

alkyl, etc.; R3 = H, halo, alkyl, etc.; R4 = H, hydroxy, benzyloxy, etc.; 
n = 0 or 1; A = alkylene, etc.; D = alkylene, etc.; E = piperidine ring 
(generic structure given), etc.; G = H, etc.] are prepd. The title compd. 
II in vitro showed IC50 of 0.008 .mu.M against the WERI-Rb-1 
retinoblastoma cells. 
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(prepn. of pyridine derivs. as antitumor agents and immunosuppressants) 
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AB The title cornpds. [I; Y = a bond, CH2; AB = (CH2)2NR3, NR3(CH2)2; R1 = H, 
halo, OH, etc.; R2 = H, halo, OH, etc.; R1R2 = methylenedioxy, 
ethylenedioxy; R3 = C(0)Ar; Ar = (un)substituted Ph, 5-indolyl, thienyl, 
etc.; Z = (un)substituted fused pyrazole, benzene, etc.] and their salts 
which exhibit vasopressin antagonist activity and are useful in treating 
diseases characterized by excess renal reabsorption of water, were prepd. 
Thus, reaction of 4-[(2-methylbenzoyl)amino]benzoyl chloride with 
6,11-dihydro-5H-dibenz[b,e]azepine in the presence of Et3N in THF afforded 
the title compd. II which showed IC50 of 0.15 .mu.M against rat hepatic VI 
receptor binding and IC50 of 0.068 .mu.M against rat kidney medullary V2 
receptor binding. Compd. II also showed 73% inhibition of oxytocin 
receptor binding at 10 .mu.M. 
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AB The title compds. [I; Y = a bond; AB= (CH2)2NR3, NR3(CH2)2; R1 = H, halo, 

OH, etc.; R2 = H, halo, OH, etc.; R1R2 = methylenedioxy, ethylenedioxy; R3 

= COAr (wherein Ar = substituted Ph); Z with two carbon atoms attached 
represents a (un)substituted fused thiophene ring, Ph, etc.] which exhibit 
antagonist activity at VI and/or V2 receptors, in vivo vasopressin 
antagonist activity, and also antagonist activity at oxytocin receptors, 
and are useful in treating diseases characterized by excess renal 
reabsorption of water, were prepd. Thus, reaction of 4-[(2- 
methylbenzoyl)amino]benzoyl chloride with 10,ll-dihydro-5H- 
dibenz[b,f]azepine in the presence of NaH and 4-(dimethylamino)pyridine in 
pyridine afforded II which showed IC50 of 2.5 .mu.M against rat hepatic VI 

receptor binding and IC50 of 0.86 .mu.M against rat kidney medullary V2 

receptor binding. 
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PREP (Preparation); USES (Uses) 

(prepn. of tricyclic benzazepines as vasopressin antagonists) 
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2-methyl- (9CI) (CA INDEX NAME) 
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AB A series of new 5-substituted tricyclic 5,10-dihydro-llH-dibenzo[b,e] [1,4]- 
diazepin-ll-ones was identified as potential antiarrhythmic agents against 
bradyarrhythmias. The in vitro and in vivo interactions of the compds. 
with muscarinic receptors and the antiarrhythmic activity were examd. In 
receptor binding studies some derivs. showed a high affinity to the 
cardiac M2 receptor (Ki 10 nmol/L), an equal or smaller affinity to 
cortical Ml receptor and a lower affinity to the glandular M3 binding 
site. Functional expts. showed the derivs. as competitive antagonists 
with high affinity to the cardiac and smaller affinity to the intestinal 
muscarinic receptor. In vivo expts. correspond with the M2 selectivity. 
First the vagal or agonist-induced bradycardia was inhibited in rats and 
guinea pigs while the McNA-343 induced increase of blood pressure, 
methacholine-induced bronchi and bladder constriction as well as the 
salivation were inhibited only at higher doses. In conscious cats the 
tachycardia was examd. in comparison with pupillomotoricity. The effect 
duration and the therapeutical range were detd. in comparison to the M2 
selective blocking agent AF-DX116. The antiarrhythmic activity was examd. 
compared to quinidine sulfate in CaC12-arrhythmia of rats, in atrial 
fibrillation and atrial flutter in dogs and in elec, induced atrial 
fibrillation under vagal stimulation in cats. In the atrial arrhythmias 
the derivs. are clearly longer effective than quinidine sulfate. The 
antiischemic activity was examd. in the 2-stages coronary ligature in 
dogs. The long-running regularization of ectopies (about 2 h after i.v. 
injection) occurred without decrease of the heart rate, an effect 
particularly convenient to therapy of bradycardic dysrhythmias. 
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high potency and bioavailability and which are characterized in having an 
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pyridinyl/phenylmethyl moiety. A preferred epoxy-free spirolactone-type 
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treatment of circulatory disorders, including cardiovascular disorders, 
e.g. hypertension and congestive heart failure. Preferred angiotensin II 
receptor antagonists are those compds. having high potency and 
bioavailability and which are characterized in having an imidazole or 
triazole moiety attached to a biphenylmethyl or pyridinyl/phenylmethyl 
moiety. Preferred epoxy-steroidal aldosterone receptor antagonists are 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title compds. I [A = benzene ring; B = 6-membered hydrocarbon ring; X = 
alkylene, CO, SO; Y = bond, O, NR1; R1 = H or alkyl; R = H, arom., alkyl 
(un)substituted by arom.; m, n = 1-3] and salts thereof have potent GnRH 
receptor-antagonizing activity. For example, 2,3,9,10a- 
tetrahydrobenzo[b]cyclopenta[e][1,4]diazepin-10(1H)-one underwent a 
sequence of: (1) N9-alkylation by 4-nitrobenzyl bromide (71%); (2) redn. 

of the tetrahydro system to a hexahydro system with NaBH3CN (70%); (3) 

hydrogenation of the nitro group (71%); (4) acylation of the resulting 

amine with PhCH20COCl (79%); (5) N4-acylation with BrCH2COBr (66%); and 

(6) reaction of the bromide with 3,4,5,6-tetrahydrophthalimide (86%), to 
give title compd. II. In an assay for inhibition of 1251-leuprolerin 
binding to human GnRH receptor in vitro, II had an IC50 of 0.07 .mu.M. 

IT 185953-65-5P 

RL: AGR (Agricultural use); BAC (Biological activity or effector, except 
adverse); RCT (Reactant); THU (Therapeutic use) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of tricyclic diazepines useful as GnRH receptor antagonists) 

RN 185953-65-5 CAPLUS 

CN Benzo[b]cyclopenta[e][1,4]diazepin-10(1H)-one, 4-[(1,3-dihydro-1,3-dioxo- 
2H-isoindol-2-yl)acetyl]-2,3,3a,4,9,10a-hexahydro-9-[[4- 
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AB Fused benzodiazepinone derivs. represented by general formula I [X 

represents CH or N; Y represents oxygen, NR4, S(0)n or NR5CO, wherein R4 
and R5 are the same or different and each represents hydrogen or lower 
alkyl; and n is an integer of from 0 to 2; A represents lower alkylene; R1 
and R2 are the same or different and each represents hydrogen, lower 
alkyl, cycloalkyl, optionally substituted aryl or optionally substituted 
aralkyl, or R1 and R2 together with the nitrogen atom to which they are 
bonded may form a 4- to 9-membered nitrogen-contg. satd. heterocycle 
optionally further contg. one of oxygen, sulfur and nitrogen atoms and 
optionally having substituent(s); and R3 represents hydrogen, optionally 
substituted lower alkyl, hydroxy, lower alkoxy, nitro, halogeno, lower 
acyl or optionally substituted amino] are prepd. I have medicinal 
effects, in particular, preventive or therapeutic effects on heart 
diseases in which muscarinic M2 receptors participate. I show high 
affinity for the muscarinic M2 receptors. 

IT 185801-55-2P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of fused benzodiazepinone derivs. for the treatment of heart 
diseases) 

RN 185801-55-2 CAPLUS 

CN Propanamide, 3-(diethylamino)-N-[4-[2-(10,ll-dihydro-ll-oxo-5H- 

dibenzo[b,e][1,4]diazepin-5-yl)-2-oxoethyl]phenyl]- (9CI) (CA INDEX NAME) 
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OTHER SOURCE(S): MARPAT 126:7999 
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AB The title compds. [I; Rl, R2 = H, halo, CF3, etc.; Y = N(CH2), CH(CH2), 

C(:CH) (group in brackets does not participate in the ring system); X = 
CH2C(O), C(O)CH2, CH2S, etc.; r = 1-3; m = 1-2; n = 1 when m = 1; n = 0 
when m = 2; R3, R4 = H, bond (when m = 2); R5 = OH, Cl-6 alkoxy] and their 
salts, useful for the clin. treatment of painful, hyperalgesic and/or 
inflammatory conditions in which C-fibers play a pathophysiol. role by 
eliciting neurogenic pain or inflammation, were prepd. and formulated. 
Thus, treatment of 10-methoxy-5H-dibenz[b,f]azepine/THF with BuLi/hexanes 
followed by addn. of Br(CH2)3C1/THF, reaction of the resulting 
l-chloro-3-(10-methoxy-10,ll-dihydro-5H-dibenzo[b,f]azepin-5-yl)propane 
with Et (R)-3-piperidinecarboxylate tartrate in the presence of K2C03, KI 
in MeC(O)Et and hydrolysis of the ester group afforded (R)-II.HCl which 
showed 21% inhibition of formalin induced pain response at 0.1 mg/kg. 

IT 183787-41-9P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of N-substituted 3-piperidinecarboxylic acids for treatment of 
neurogenic inflammation and insulin resistance in NIDDM or aging) 

RN 183787-41-9 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1-[3 -(10,ll-dihydro-10-oxo-5H- 

dibenz[b,f]azepin-5-yl)propyl]-, monohydrochloride, (R)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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AB Title compds. [I; R = N-attached carboxyheterocyclyl, etc.; R1,R2 = H, 

halo, alkyl, alkoxy, etc.; X = O, CH2CH2, CH2CO, etc.; Z = N(CH2)2'-4, 

CH(CH2)2-4, CH:CH(CH2)1-3] were prepd. for treatment of neurogenic 
inflammation and non-insulin-dependant diabetes (no data). Thus, 

10,ll-dihydro-5H-dibenz[b,f]azepine was acylated by C1(CH2)3C0C1 and the 
reduced product aminated by Et 4-piperidinecarboxylate to give, after 
sapon., title compd. II.HC1. 

IT 183785-31-IP 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of N-(3-dibenzazepinopropyl)piperidinecarboxylates and analogs 
as drugs) 

RN 183785-31-1 CAPLUS 

CN 4-Piperidinecarboxylic acid, 1-[3 -(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)propyl]-, monohydrochloride (9CI) (CA INDEX NAME) 
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AB The title compds. I [Rl and R2 form, together with adjacent C atoms, 

benzene ring, pyridine ring, etc.; R3 = (un)substituted alkenyl, etc.; A = 
CR4R5CH2; R4, R5 = H; or R4 = H, R5 = OH, etc.; or R4R5 = OXO; E = 
alkylene, etc.; X = CH, N; Y = single bond, etc.] are prepd. 

4-[6-(2,3-Dimethylbenzoylamino)nicotinoyl]-5,6,7,8-tetrahydro-4H- 
thieno[3,2-b]azepine showed potent vasopressin VI and V2 antagonist 
activity. 

IT 169878-66-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of heterocyclic compds. as vasopressin antagonists) 

RN 169878-66-4 CAPLUS 

CN Benzamide, N-[4-[(10,11-dihydro-5H-dibenz[b,f]azepin-5-yl)carbonyl]phenyl]- 
2-methyl- (9CI) (CA INDEX NAME) 
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AB A series of 37 3-alkoxycarbonyl-5-monoalkylaminoacyl derivs. of 
dibenz[b,f]azepines was prepd. Almost all of the compds. showed 
considerable antiarrhythmic effect in animal expts. The mol. 
structure-biol. activity relationship is discussed. 

IT 178698-68-5P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. and antiarrhythmic activity of dibenzazepines) 

RN 178698-68-5 CAPLUS 

CN Carbamic acid, [10,ll-dihydro-5-[2 -(4-morpholinyl)-1-oxopropyl]-5H- 

dibenz[b,f]azepin-3-yl]-, ethyl ester, monohydrochloride (9CI) (CA INDEX 
NAME) 
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CONR2 





R3 

X(CH 2 ) n C02R 1 


I 


AB The title compds. I [Rl, R2, R4 = H, lower alkyl; R3 = H, halo, N02, lower 
alkyl; A = CH, N; Y = CH2CH2, CH:CH, CH20, OCH2, CH2S, SCH2, O, S, bond; 
Z1Z2 = CO, CHOR5, C:CH2, NR6; R5 = H, lower alkyl; R6 = H, 

((un)substituted heterocyclyl-substituted) lower alkyl, (un)substituted 
aralkyl; X = O, SOq; n = 1-6; q = 0-2] or their pharmacol. acceptable 
salts, useful for treatment of prostatic hypertrophy, prostatic cancer, 
alopecia, and acne, are prepd. Refluxing 1.23 g Et 4-(2- 
aminophenoxy)butyrate with 1.20 g 2-chloro-l-methylpyridinium iodide, 1.0 
g (6,11-dihydrodibenz[b,e]oxepin-ll-on-2-yl)carboxylic acid, and Bu3N in 
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CH2C12 for 1 h gave 1.41 g Et 4-[2-(6,11-dihydrodibenz[b,e]oxepin-ll-on-2- 
yl)carboxamidophenoxy]butyrate. 

IT 179038-57-4P 

RL: ADV (Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse) ,- SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of tricyclic anilides as steroid 5.alpha.-reductase inhibitors 
for treatment of diseases) 

RN 179038-57-4 CAPLUS 

CN Butanoic acid, 4-[2-[[[10,ll-dihydro-5-(phenylmethyl)-5H-dibenz[b,f]azepin- 
2-yl]carbonyl]amino]phenoxy]- (9CI) (CA INDEX NAME) 
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AB The invention relates to novel alkylamino derivs. AC(X)(Y)CR1R2NR3R4 [I; A 
= OH, (cyclo)alkoxy, alkenyloxy, aryloxy, aralkoxy, (a)cyclic amino, etc.; 
X = cycloalkylalkyl or adamantyl and Y = H, (un)substituted alk(en/yn)yl, 
adamantyl, (hetero)aryl, etc.; or X = cycloalkyl and Y = H, alk(en)yl, 
cycloalkyl; or AY = O or NOH; Rl, R2 = H, alk(en)yl, cycloalkyl, 
hydroxyalkyl; R3 = alk(en)yl, cycloalkyl, hydroxyalkyl; R4 = (CH2)pB; p = 
3-8; or NR3R4 = certain substituted piperidino groups; B = certain 
N-bound, N-contg., polycyclic heterocycles] and their pharmaceutically 
acceptable salts, hydrates, and solvates. I exhibit high selectivity and 
affinity for .sigma.2-receptors, and therefore are useful in the treatment 
of central nervous system disorders, as well as other disorders (e.g., 
cardiovascular) modulated by this receptor. For example, 

2-(4-chlorobutyl)-2H-naphth[1,8-c,d]isothiazole 1,1-dioxide underwent a 
sequence of halogen exchange with iodide (81%), aminolysis of the 
iodobutyl compd. with CF3CONHMe and NaH in DMF (40%), methanolysis of the 
obtained trifluoroacetamide deriv. (76%), N-alkylation with 
1-(bromoacetyl)adamantane using K2C03 in MeCN (57%), and redn. of the keto 
function with NaBH4 (85%), to give title compd. II (isolated as the 
fumarate, 73%). II had an oral ED50 of 0.3 mg/kg for protection of mice 
from mescaline-induced scratching. II also showed a .sigma.2/.sigma.1 Ki 
ratio of 0.01, vs. a ratio of 24 for haloperidol. I generally had an oral 
LD50 > 1000 mg/kg in mice, with no cataleptic effects. 

IT 178477-72-OP 

RL: ADV (Adverse effect, including toxicity); BAC (Biological activity or 
effector, except adverse); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of adamantyl-contg. heterocyclic alkylamines and analogs as 
selective .sigma.2 ligands) 

RN 178477-72-0 CAPLUS 

CN 1-Piperidineethanol, 4-[(10,11-dihydro-5H-dibenz[b,f]azepin-5-yl)methyl]- 
.alpha.-tricyclo[3.3.1.13,7]dec-l-yl- (9CI) (CA INDEX NAME) 
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AB This invention relates to title compds. I wherein: Y = e.g., (CH2)n, O, S 

wherein n is an integer from 0-2; A-B is (CH2)mNR3 or NR3(CH2)m , wherein 
m is an integer from 1-2, provided that when Y is (CH2)n and n=2, m may 
also be zero and when n is zero, m may also be three, provided also that 
when Y is (CH2)n and n is 2, m may not also be two; R1 = e.g., H, halo, 

OH; R2 = e.g., H, halo, OH; R3 is the moiety COAr where Ar is selected 
from, e.g., substituted Ph, (un)substituted 5-indolyl; the arom. Z ring 
represents, e.g., fused (un)substituted Ph, 5- or 6-membered atom, 
heterocycle, that exhibit antagonist activity at VI and/or V2 receptors 
and exhibit in vivo vasopressin antagonist activity, methods for using 
such compds. in treating diseases characterized by excess renal 
reabsorption of water, and processes for prepg. such compds. I are also 
antagonists of the peptide hormone oxytocin and are useful in the control 
of premature birth. Thus, e.g., acylation of 6,11-dihydro-5H- 
dibenz[b,e]azepine (prepn. given) with 4-[(2-methylbenzoyl)amino]benzoyl 
chloride (prepn. given) afforded N-[4-[(6,ll-dihydro-5H-dibenz[b,e]azepin- 
5-yl)carbonyl]phenyl]-2-methylbenzamide (II) which exhibited binding to 
rat hepatic VI receptors and rat kidney medullary V2 receptors with IC50 = 
0.15 and 0.068 .mu.M, resp., and oxytocin receptor binding with IC50 = 2.9 
. mu. M. 

IT 169878-66-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(tricyclic benzazepine oxytocin and vasopressin antagonists) 

RN 169878-66-4 CAPLUS 

CN Benzamide, N-[4-[(10,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)carbonyl]phenyl]- 
2-methyl- (9CI) (CA INDEX NAME) 
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PRIORITY APPLN. INFO.: FR 1994-8539 19940711 

WO 1995-FR925 19950711 

AB A novel combination product for the prevention and treatment of abnormal 
movements, in particular, trembling and iatrogenic dyskinesia caused by a 
neuroleptic-induced extrapyramidal syndrome comprise carpipramine (I) and 
neuroleptic. Combination of 200 mg/day I and 30 mg haloperidol to 
schizophrenic patients for 3 mo reduced trembling and dyskinesia 
significantly as compared with controls who received only 30 mg 
haloperidol/day. 

IT 60452-13-3D, mixts. with neuroleptics 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(combination of carpipramine and neuroleptics for treatment of 
neuroleptic-related abnormal movements) 

RN 60452-13-3 CAPLUS 

CN [1,4'-Bipiperidine]-4'-carboxamide, 1 1 -[3-(10,ll-dihydro-5H- 

dibenz[b,f]azepin-5-yl)propyl]-, dihydrochloride, monohydrate (9CI) (CA 
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INDEX NAME) 
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#2 HC1 
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WO 1995-JP829 19950426 

OTHER SOURCE(S): MARPAT 124:202317 

GI 



(CH 2 ) n Ar 

I 



AB Title compds. I [ring A = (un)substituted benzene; Ar = (un)substituted 

arom.; Rl, R2, R3 = H, acyl, (un)substituted hydrocarbon or heterocyclic; 
or R2R3 forms non-arom. cyclic hydrocarbon; X = CH2 or CO; dotted lines = 
optional pi bond; Y = NR4 or N; R4 = H, acyl, (un)substituted hydrocarbon 
or heterocyclic; n = 1-3; provided that when X = CO and R2R3 forms 
non-arom. cyclic hydrocarbon, then pi bond is present or R4 = heterocyclic 
or -Z(CH2)mW, Z = CH2 or CO, W = (un)substituted amino, and m = 0-5], or 
salts thereof, have excellent GnRH receptor antagonistic activity and/or 
improve sleep disturbances. Over 220 compds. I and over 30 intermediates 
were prepd. For example, 2,3,9,lOa-tetrahydrobenzo[b]cyclopenta[e][1,4]di 
azepin-10(1H)-one was alkylated by 4-(chloromethyl)pyridine, using NaH in 
DMF, to give 57% title compd. II. At 10 mg/kg orally in mice, II 
increased pentobarbital-induced sleep to 176% of control. 

IT 174338-35-3P 

RL: BAC (Biological activity or effector, except adverse); PUR 
(Purification or recovery); THU (Therapeutic use) ; THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of benzo[b]cyclopenta [e] [1,4]diazepinones and analogs as GnRH 
antagonists) 

RN 174338-35-3 CAPLUS 

CN Benzo[b]cyclopenta [e] [1,4]diazepin-10(1H)-one, 4-[(1,3-dihydro-1,3-dioxo- 
2H-isoindol-2-yl)acetyl]-2,3,3a,4,9,10a-hexahydro-9-(4-pyridinylmethyl)-, 
cis- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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L6 ANSWER 73 OF 105 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 1996:5716 CAPLUS 

DOCUMENT NUMBER: 124:106336 

TITLE: In vitro receptor binding and in vivo receptor 

occupancy in rat and guinea pig brain: Risperidone 
compared with antipsychotics hitherto used 
AUTHOR(S): Schotte, Alain; Bonaventure, Pascal; Janssen, Paul F. 

M.; Leysen, Josee E. 

CORPORATE SOURCE: Dep. Biochem. Pharmacology, Janssen Res. Foundation, 

Beerse, B-2340, Bulg. 

SOURCE: Jpn. J. Pharmacol. (1995), 69(4), 399-412 

CODEN: JJPAAZ; ISSN: 0021-5198 
DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Risperidone was compared with antipsychotics hitherto used for in vitro 
receptor binding .using animal brain or cloned (human) receptors and in 
vivo receptor occupancy in rat and guinea pig brain following acute 
treatment. Both in vitro and in vivo, risperidone, 9-OH-risperidone, 
SM-9018, clozapine and clocapramine showed higher affinity for 5-HT2A- 
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than for D2-receptors, whereas mosapramine, haloperidol, bromperidol and 
nemonapride had a slight to strong preference for D2- compared to 5-HT2A- 
receptors. In vivo, risperidone showed the highest potency for 
5-HT2A-receptor occupancy; To obtain the same extent of D2-receptor 
occupancy, a 19-times high dosage was required. 9-OH-Risperidone, the 
principal active metabolite of risperidone, showed a receptor occupancy 
profile comparable to that of risperdone. No regional selectivity for 
D2-receptor occupancy in mesolimbic vs. nigrostriatal areas was detected 
for any of the compds. Risperidone differed from the other compds. by the 
remarkably shallow slope of its D2-receptor dose-occupancy curve. A 
greater predominance of 5-HT2A-receptor vs. D2-receptor occupancy and a 
more gradual occupancy of D2-receptors differentiate risperidone from the 
other compds. Both properties probably assist in preventing an extensive 
blockade of D2-receptors, the cause for extrapyramidal symptoms (EPS). 

The predominant 5-HT2A-receptor occupancy most likely underlies 
risperidone's beneficial effects on the neg. symptoms of schizophrenia and 
an adequately low D2-receptor occupancy adds to the treatment of pos. 
symptoms with a low liability of EPS. 

IT 47739-98-0, Clocapramine 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(comparison drug; in vitro receptor binding and in vivo receptor 
occupancy of risperidone compared with other antipsychotics) 

RN 47739-98-0 CAPLUS 

CN [1,4'-Bipiperidine]-4'-carboxamide, 1'-[3-(3-chloro-10,ll-dihydro-5H- 
dibenz[b,f]azepin-5-yl)propyl]- (9CI) (CA INDEX NAME) 
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AB The invention relates to novel N-substituted azaheterocyclic carboxylic 

acids and esters I [Rl, R2 = H, halo, CF3, alkyl, alkoxy; Y = NCH2, CHCH2, 
or C:CH, where only the 1st atom is within the ring; X = O, S, CR7R8, 
CH2CH2, CH:CHCH2, CH2CH:CH, CH2CH2CH2, CH:CH, NR9CO, OCH2, CO, SO; R7, R8, 
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R9 = H, alkyl; p=l, 2, 3;m=l, 2;n=l when m = 1; or n = 0 when m = 
2; R4 = R5 = H, or R4R5 = bond when m = 2; R6 = OH, alkoxy]. Also 
disclosed are prepn. of I, compns. contg. I, and use of I for treatment of 
painful, hyperalgesic and/or inflammatory conditions in which C-fibers 
play a pathophysiol. role by eliciting neurogenic pain or inflammation. 

For example, 10,ll-dihydro-5H-dibenz[b,f]azepine was alkylated in the 
5-position by NaH and 3-bromopropyl tetrahydro-2-pyranyl ether, followed 
by deprotection with HC1 in refluxing aq. MeOH, to give the 
5-(3-hydroxypropyl) deriv. This underwent mesylation with MeS02Cl and 
Et3N, and the mesylate was treated with (R)-3-piperidinecarboxylic acid Et 
ester (tartrate salt) and then hydrolyzed to give title compd. II, 
isolated as the HC1 salt (III). In the formalin-induced pain response 
test in mice, III at 0.1 mg/kg gave 50% inhibition. 

IT 170149-82-3P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of azaheterocyclic acids as analgesics and antiinflammatories) 

RN 170149-82-3 CAPLUS 

CN 3-Piperidinecarboxylic acid, 1-[3-(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)propyl]-, monohydrochloride, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Title compds. [I; R = heterocyclyl group Q; X = O, S, (un)substituted NH; 

Y = H, halo, alkyl, alkoxy, etc.; Y2 = heterocyclyloxyalkyl, 

(hetero)aryloxyalkyl, etc.; N = 0 and Z = CH; n = 1 and Z = CH or N; p = 1 
or 2] were prepd. Thus, 6-fluoro-3-(4-piperidinyl)-1,2-benzisoxazole was 
N-alkylated by 3,4-(MeO)(MeOC)C6H3(CH2)3C1 to give title compd. II which 
had ED50 of 0.095mg/kg i.p. for inhibition of apomorphine-induced climbing 
in mice. 

IT 170218-63-0P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of heteroarylpiperidines, -pyrrolidines, and -piperazines as 
antipsychotics and analgesics) 

RN 170218-63-0 CAPLUS 

CN Piperidine, 1-[(10, ll-dihydro-5H-dibenz[b,f]azepin-5-yl)acetyl]-4-(6- 
fluoro-1,2-benzisoxazol-3-yl)- (9CI) (CA INDEX NAME) 
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Preparation of tricyclic benzazepine vasopressin 
antagonists 
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Xuemei 

American Cyanamid Co., USA 
Can. Pat. Appl., 288 pp. 
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DOCUMENT TYPE: Patent 
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PATENT 

ASSIGNEE(S): 


Meiji Seika K. K. 
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SOURCE: 




PCT Int. Appl., 95 

' pp. 






CODEN: PIXXD2 



DOCUMENT TYPE: 



Patent 



LANGUAGE: 



Japanese 



FAMILY 

ACC. NUM. 

COUNT: 

1 



PATENT 
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KIND DATE 

APPLICATION NO. 

DATE 
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\ 

N(CH2) n W 


I 



AB Compds. represented by general formula [I; n = 2-4; W = heterocyclyl, 

e.g., Q - Q2; m = 0-2; A = CH2, CH, N, NH; B = CH2, CH, N, NH, S; provided 
that both A and B .noteq. N or NH; X = CH, N, S, bond; Y = CH, N; R1 = H, 
halo, lower (halo)alkyl, (un)substituted Ph, OH, N02, lower alkoxy, NH2, 
cyano; R2, R3 = H, halo, lower (halo)alkyl or alkoxy, NH2, cyano, provided 
that when X = bond, R2 is not present; or R2R3 = (CH2)p (wherein p = 3-5)] 
and pharmacol. acceptable salts thereof, reduced in the adverse effect 
against the extrapyramidal system and hence useful as an antipsychotic 
agent with few side effects, are prepd. Thus, 0.29 g 2-hydroxyquinoline 
was dissolved in DMF and treated with 80 mg NaH at 60.degree, for 30 min 
with stirring followed by cooling the reaction mixt. to room temp, and 
adding 2.16 g 1,4-dibromobutane and the resulting mixt. was stirred at 
60.degree, for 4 h to give 64% 1-(4-bromobutyl)-2(1H)-quinolinone (II). 

II 0.56, 3-(1-piperazinyl)-1,2-benzisothiazole 0.44, and K2C03 0.33 g were 
suspended in DMF and stirred at room temp, for 12 h to give 80% title 
compd. I (n = 4, W = 2-oxo-l,2-dihydro-l-quinolinyl). II (n = 4, W = 
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9-carbazolyl) and II (n = 3, W = 2-oxo-l,2-dihydro-1-quinolinyl) showed 
ED50 of 1.15 and 0.92 mg/kg i.p., resp., for inhibiting 
methamphetamine-induced spontaneous movement of mice (vs. 0.16 and 1.05 
mg/kg i.p. for haloperidol and chlorpromazine, resp.) and induced 
catalepsy in mice at ED50 of >100 and 83.3 mg/kg i.p. in mice (vs. 1.3 and 
6.2 mg/kg i.p. for haloperidol and chlorpromazine, resp.). 

IT 165109-36-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of [N-(heterocyclylalkyl)piperazinyl]benzisothiazole derivs. as 
antipsychotics) 

RN 165109-36-4 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 5-[4-[4-(1,2-benzisothiazol-3-yl)-1- 

piperazinyl]butyl]-10,11-dihydro-, monohydrochloride (9CI) (CA INDEX 
NAME) 




• HC1 
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CAPLUS COPYRIGHT 2002 ACS 
1995:594917 CAPLUS 
123:25490 

The direct effect of neuroleptics on C-kinase and 
M-kinase in rat brain 
Morishita, Shigeru 

Department of Psychiatry, Kawasaki Medical School, 
Kurashiki, 701-01, Japan 
Kawasaki Med. J. (1994), 20(1-2), 53-6 
CODEN: KAMJDW; ISSN: 0385-0234 


DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Phospholipid-sensitive Ca2+-dependent protein kinase (C-kinase) and its 
catalytic fragment (M-kinase) were extd. from the rat cerebral cortex. 
Chlorpromazine and mosapramine inhibited the activity of C-kinase and 
M-kinase. Haloperidol inhibited the activity of M-kinase. Sulpiride have 
no effect on C-kinase and M-kinase. These neuroleptics have different 
effects on clin. psychiatric symptoms. It is possible that the 
differential effect of neuroleptics may be related to the second messenger 
level. 


IT 89419-40-9, Mosapramine 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(direct effect of neuroleptics on C-kinase and M-kinase in rat brain) 
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RN 89419-40-9 CAPLUS 

CN Spiro[imidazo[1,2-a]pyridine-3(2H),4'-piperidin]-2-one, 

1'-[3-(3-chloro-10,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)propyl]hexahydro- 
(9CI) (CA INDEX NAME) 



(CH 2 )3 



L6 ANSWER 79 OF 105 CAPLUS COPYRIGHT 2002 ACS 

ACCESSION NUMBER: 1995:515489 CAPLUS 

DOCUMENT NUMBER: 122:306393 

TITLE: Poor interaction of some quinolizidine derivatives 

with dopamine Dl- and D2-type receptors 

AUTHOR(S): Sparatore, Anna; Vaccari, Andrea; BOido, Vito; 

Sparatore, Fabio 

CORPORATE SOURCE: 1st. Chim. Farm. Tossicol., Univ. Milano, Milan, 

20131, Italy 

SOURCE: Farmaco (1995), 50(3), 217-19 

CODEN: FRMCE8 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB The displacement of [3H]SCH-23390 and of [3H]spiperone from striatal 

dopamine Dl- and D2-type receptors by 18 quinolizidinyl derivs. with bi- 
and tricyclic systems was investigated. All tested compds. did not affect 
SCH-23390 binding and exhibited only weak activity on spiperone binding to 
D2 binding sites (Kk = 1-9 .mu.M). Therefore, the good deconditioning 
activity (conditioned avoidance response blockade in rats) of 
6-chloro-l-lupinyl-3-methyl-quinoxalinone must rely on interactions-with 
other kinds of receptors. 

IT 163380-96-9 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(poor interaction of quinolizidine derivs. with striatal dopamine Dl- 
and D2-type receptors) 

RN 163380-96-9 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 10,ll-dihydro-5-[(octahydro-2H-quinolizin-l- 

yl)methyl]-, trans- (9CI) (CA INDEX NAME) 


Relative stereochemistry. 
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Tricyclic compounds as antagonists of angiotensin II 
receptors 

Ohshima, Etsuo; Kanai, Fumihiko; Sato, Hideyuki; 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB A tricyclic compd. is provided, represented by the following formula I 
.wherein R1 represents hydrogen, halogen or lower alkyl; A represents 
cyano, carboxyl, tetrazolyl, cyano-substituted Ph, carboxyl-substituted Ph 
or tetrazolyl-substituted phenyl; V represents (CH2)m wherein m is an 
integer of 0 to 2; W represents II and Q1-Q2-Q3-Q4 represents N:CHCH:CH, 

CH:CHCH:CH or CH2-CH2-CH2-CH2, III-V and Q represents N or CH; X1-X2-X3 
represents CH:CHCH:CH, SCH:CH or CH:CHS; Y represents CH2CH2; and Z1-Z2 
represents N(CH2)n wherein n is an integer of 1 to 3 or a pharmaceutically 
acceptable salt thereof. Thus, e.g., detritylation of the 
trityltetrazolyl deriv. (prepn. given) with aq. HCl afforded 
(imidazopyridinylmethyl)(tetrazolylmethyl)dihydrodibenzazepine VI (64% 
yield). The inhibitory activity (inhibition rate, %) of VI (0.1 .mu.M) 
against the receptor binding of [1251]All was 86%. Inhibition test 
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against hypertensive response to All: 45% for VI. Pharmaceutical 
formulations were given. 

IT 150802-50-9P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(tricyclic compds. as antagonists of angiotensin II receptors) 

RN 150802-50-9 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 2-[(2-ethyl-5,7-dimethyl-3H-imidazo[4,5-b]pyridin-3- 
yl)methyl]-10,ll-dihydro-5-(lH-tetrazol-5-ylmethyl)- (9CI) (CA INDEX 

NAME) 
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Preparation of N,N-diacylpiperazines as central 
nervous system agents 

Ashton, Wallace T.; Dorn, Conrad P.; Greenlee, William 
J.; Maccoss, Malcolm; Mills, Sander G.; Wu, Mu T. 

Merck and Co., Inc., USA 

U.S., 32 pp. Cont.-in-part of U.S. Ser. No. 703,953, 
abandoned. 
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R4 


Ria R lb x lcON 


A 

J 

V 


A 


NCOX2R2a R 2b 


R3 


AB Title compds. I (Rla = H, Cl-8 alkyl, (substituted) Ph, (substituted) Cl-4 
alkylphenyl; Rib = Rla, C3-7 cycloalkyl, Rla-CH2; R2a, R2b = (substituted) 
Ph, and the Ph groups of R2a and R2b may be joined together at the o-C 
through a C-C single bond or a Cl-3 alkylene to form a tricyclyl with X2 
to which they are are attached; XI = N, HC, 0, with the proviso that if XI 
= 0, Rla is absent; X2 = N, HC, with the proviso that if XI = HC, X2 
.noteq. HC; R3 = Cl-4 alkyl, H0CH2, H2NCH2, H02C, C1-4-02C, F3COCH2, etc.; 
R4 = H, R3) or a salt thereof, useful as central nervous system agents (no 
data), are prepd. (.+-.)-4-(Benzyloxycarbonyl)-2-piperazinecarboxylic 
acid, NaOH, acetone and Ph2CHC0Cl were reacted to give after workup 
(.+-.)-I (Rla = CH2, Rib = R2a = R2b = Ph, XI = 0, X2 = HC). 

Pharmaceutical formulations comprising I are given. 

IT 147145-54-8P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as central nervous system agent) 

RN 147145-54-8 CAPLUS 

CN 2-Piperazinecarboxylic acid, 1-[(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)carbonyl]-4-[(dipentylamino)carbonyl]-, (S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Drug susceptibility-recovering agents containing 
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Myata, Yoshuki; Harada, Kazunori 

Pola Kasei Kogyo Kk, Japan 
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Patent 
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JP 06211664 A2 19940802 JP 1993-24785 19930120 

OTHER SOURCE(S): MARPAT 121:272153 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Pharmaceuticals contain drug susceptiblity-recovering agents, for 

pathogenic microorganisms, contg. quinolines I (A = Ql-4; R1 = halo, lower 
alkyl, lower alkoxy) and/or their salts and antimicrobial agents. 
Chloroquine (II) inhibited II-resistant malarial parasites with min. 
inhibitory concn. of 160 nM in the presence of 100 nM 5- [3- [4- 
[.alpha.,.alpha.-bis(4-methoxyphenyl)acetyl]piperazin-1-yl]-2 - 
hydroxypropoxy]quinoline (III), vs. 320 nM, in the absence of III. Ill 
showed LD50 of .gtoreq.1000 mg/kg in mice. 

IT 129717-01-7 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceuticals contg. quinolines and microbicides for control of 
drug-resistant pathogenic microorganisms) 

RN 129717-01-7 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 10,ll-dihydro-5-[[4-[2-hydroxy-3-(5- 

quinolinyloxy)propyl]-1-piperazinyl]carbonyl]- (9CI) (CA INDEX NAME) 


PAGE 1-A 



CH— OH 


ch 2 

o 
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DOCUMENT TYPE: Patent 
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PRIORITY APPLN. INFO.: US 1992-821627 19920116 

AB A controlled-release transdermal pharmaceutical contg. therapeutic agents 
in a poly(vinyl ale.) (I) cryogel is disclosed. A slurry of 11.0 mg 
ciprofloxacin.HC1 (II) and 200 mg 10% I was warmed to 50-60.degree. to 
obtain a clear homogeneous soln. The soln. was then placed in a mold and 
subjected to 6 freeze-thaw cycles to give a white opaque elastomeric 
cryogel having 15mm diam. and 0.5mm thickness. The release of II from the 
gel in 0.9% NaCl was 74% in th 1st 4 hs and it was const, in the 
subsequent 5-24 hs. 

IT 28058-62-0 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(controlled-release transdermal pharmaceuticals contg. cryogels and) 

RN 28058-62-0 CAPLUS 

CN [1,4'-Bipiperidine]-4'-carboxamide, 1'-[3-(3-chloro-10,11-dihydro-5H- 
dibenz[b,f]azepin-5-yl)propyl]-, dihydrochloride (8CI, 9CI) (CA INDEX 
NAME) 





09/ 994,971 



• 2 HC1 


L6 ANSWER 84 OF 105 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


AUTHOR(S): 
CORPORATE SOURCE: 

SOURCE: 


CAPLUS COPYRIGHT 2002 ACS 
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Synthesis of metabolites of mosapramine. II. Synthesis 
of phenolic metabolites of mosapramine and their 
pharmacological activities 

Tashiro, Chiaki; Yuasa, Syuji; Fukuda, Takemi 

Res. Lab., Yoshitomi Pharm. Ind. Ltd., Fukuoka, 871, 

Japan 

Yakugaku Zasshi (1992), 112(9), 615-21 
CODEN: YKKZAJ; ISSN: 0031-6903 


DOCUMENT TYPE: Journal 

LANGUAGE: Japanese 

AB Four phenolic metabolites of (.+-.)-3-chloro-5-[3-(2-oxo-l,2,3,5,6,7,8,8a- 
octahydroimidazo[l,2-a]pyridine-3-spiro-4'-piperidino)propyl]-10,11- 
dihydro-5H-dibenz[b,f]azepine(mosapramine), a new antipsychotic drug, were 
synthesized in order to det. their chem. structures. Pharmacol, 
activities of the three main metabolites were compared with those of 
mosapramine. The activities of the metabolites were far less potent than 
those of mosapramine. 

IT 89419-40-9, Mosapramine 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmacol. activity of) 


RN 89419-40-9 CAPLUS 

CN Spiro[imidazo[1,2-a]pyridine-3(2H),4'-piperidin]-2-one, 

1'-[3-(3-chloro-10,ll-dihydro-5H-dibenz[b,f]azepin-5-yl)propyl]hexahydro- 
(9CI) (CA INDEX NAME) 
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AU 
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B2 

19930930 




US 
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19920811 

US 

1990-628512 

19901213 

JP 
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A2 

19921221 

JP 

1991-141879 
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INFO.: 
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AB AR [A = (un)substituted 4-azahexacyclo[5.4.1.02,6.03,10.05,9.08,11]dodecan- 
4-yl; R = H, (un)substituted alkyl, aryl] were prepd. Thus, 
pentacycloundecanedione I (R1R2 = 0) was condensed with PhCH2NH2 to give, 
in turn, I (R1 = NHCH2Ph, R2 = OH) and I (R1R2 = NCH2Ph) the latter of 
which was treated with NaBH3CN to give title compd. II. At 10-4 M II gave 
45% redn. of acetylcholine-induced contraction of guinea pig ileum in 
vitro. 

IT 136500-70-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as calcium antagonist) 

RN 136500-70-4 CAPLUS 

CN 2,6,3,5-Ethanediylidenepentaleno[1,6-be]pyrrole-2(1H)-carbonitrile, 

octahydro-6a-hydroxy-l-(phenylmethyl)- (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2002 ACS 
1991:484819 CAPLUS 
115:84819 

Acylphenothiazines and their dibenzazepine analogs: 

structure and antiarrhythmic activity 

Berdyaev, S. Yu.; Turilova, A. I.; Senova, Z. P.; 

Gritsenko, A. N.; Kaverina, N. V.; Skoldinov, A. P. 

Nil Farmakol., Moscow, USSR 

Khim.-Farm. Zh. (1991), 25(1), 7-9 

CODEN: KHFZAN; ISSN: 0023-1134 

Journal 

Russian 

CASREACT 115:84819 


NHC02Et 

I 


AB Several exptl. models of arrhythmias were used to examine the chem. 
structure-antiarrhythmic activity relations in acyl derivs. of 
phenothiazine (I; e.g., R = NMe2, A = S) and dibenzazepine analogs [I, 
e.g., R = NMe2, A = (CH2)2]. Somewhat being inferior to their 
phenothiazine analogs in activity, the acyl derivs. of dibenzazepine were 
superior to them in long-term effects. In the two series, an increase in 
side chain length of the nitrogen atom at position 10 of the phenothiazine 
or benzdiazepine ring by a methylene group, as well as replacement of a 
dimethylamine radical by a diethylamine group enhanced the antiarrhythmic 



COCH 2 R 
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activity of the compds. 

IT 78816-42-9 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; BIOL (Biological study); USES (Uses) 
(antiarrhythmic activity of, structure in relation to) 

RN 78816-42-9 CAPLUS 

CN Carbamic acid, [10,ll-dihydro-5-[3-(4-morpholinyl)-1-oxopropyl]-5H- 
dibenz[b,f]azepin-3-yl]-, ethyl ester (9CI) (CA INDEX NAME) 



ch 2 

ch 2 
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Preparation of anellated diazabicycloalkyldiazepinones 
as drugs 

Rudolf,. Klaus; Engel, Wolfhard; Eberlein, Wolfgang; 
Trummlitz, Guenter; Mihm, Gerhard; Doods, Henri; 

Mayer, Norbert 

Thomae, Dr. Karl, G.m.b.H., Fed. Rep. Ger. 

Ger. Offen., 22 pp. 

CODEN: GWXXBX 


DOCUMENT TYPE: Patent 

LANGUAGE: German 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 


PATENT NO. 

KIND 

DATE 

APPLICATION NO. 

DATE 

DE 

3930266 

A1 

19910314 

DE 

1989-3930266 

19890911 

EP 

417630 

A2 

19910320 

EP 
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19900905 

EP 

417630 

A3 

19911211 





R: AT, BE, 

CH, DE, 
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NO 
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JP 
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JP 
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DD 
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A5 
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DD 

1990-343926 

19900910 

ZA 

9007170 

A 

19920527 

ZA 

1990-7170 
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IL 

95621 

A1 

19940624 

IL 

1990-95621 
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AU 

9062353 

A1 

19910314 

AU 

1990-62353 
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AU 

626453 

B2 

19920730 




US 

5179090 

A 

19930112 

US 

1991-779203 

19911018 


PRIORITY APPLN. INFO.: DE 1989-3930266 19890911 
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US 1990-580893 19900911 

OTHER SOURCE(S): MARPAT 115:71659 

GI 



AB Title compds. [I; X = CH, N; R = (substituted) alkyl; B = Q1-Q4; R4, R5 = 

H, F, Cl, Br, alkyl; R6 = H, Cl, Me; R7 = H, alkyl; R8 = R7, halo; m, n, 
o, p = 0-3, with restrictions; A1-A4 = H; A1A2 or A3A4 = CH2CH2], were 
prepd. Thus, ll-chlorocarbonyl-5,11-dihydro-6H-pyrido[2,3 - 
b][1,4]benzodiazepin-6-one and L-2-methyl-2,6-diazabicyclo[3.3.0]octane 
[prepn. from L-2=benzyl-2,6-diazabicyclo(3.3.0]octane given] were refluxed 
3 h in MeCN to give L-5,11-dihydro-ll-[[6-methyl-2,6- 

diazabicyclo(3.3.0]oct-2-yl]carbonyl]-6H-pyrido[2,3-b][1,4]benzodiazepin-6- 
one. In guinea pigs the latter antagonized acetylcholine-induced 
bronchoconstriction with -log ED50 = 7.31, vs. bradycardia antagonism with 
-log ED50 = 5.98 mol.kg-1 i.v. Numerous formulations were prepd. contg. 

D-6,11-dihydro-ll-[[6-methyl-2,6-diazabicyclo[3.3.0]oct-3-yl]carbonyl]-5H- 
pyrido[2,3-b][1,5]-benzodiazepin-5-one. 

IT 135063-25-IP 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as drug) 

RN 135063-25-1 CAPLUS 

CN 4,7-Imino-1H-isoindole, 2-((10,ll-dihydro-ll-oxo-5H- 

dibenzo[b,e][1,4]diazepin-5-yl)carbonyl]octahydro-8-methyl- (9CI) (CA 
INDEX NAME) 
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CAPLUS COPYRIGHT 2002 ACS 
1991:429270 CAPLUS 
115:29270 

New dibenzothiadiazepine derivatives with 
antidepressant activities 

Giannotti, Danilo; Viti, Giovanni; Sbraci, Piero; 
Pestellini, Vittorio; Volterra, Giovanna; Borsini, 
Franco; Lecci, Alessandro; Meli, Alberto; Dapporto, 
Paolo; Paoli, Paola 

Dip. Ric. Chim. Farmacol., A. Menarini Ind. Farm. 

Riunite S.r.l., Florence, 50131, Italy 

J. Med. Chem. (1991), 34(4), 1356-62 

CODEN: JMCMAR; ISSN: 0022-2623 

Journal 

English 

CASREACT 115:29270 


Rl- 


rrW 



^^\>N' 

R 2 CO(CH2) n NR 4 R 5 


AB 11-[ (Aminoalkyl)]carbonyl-6,11-dihydrodibenzo[c,f] [1,2,5]thiadiazepine-5,5- 

dioxides I [R = Me, Et, Pr; R1 = H, 2-C1, 3-C1, 2-OMe, 2-CF3, 2-Me; R2 = 

H, 3-Me; R3 = H, 9-C1, 8-C1, 9-Me; R4 = R5 = H, Me, Et; R4 = H, R5 = 

CHMe2, CMe3; NR4R5 = 4-methylpiperazin-1-yl, 4-phenylpiperazin-l-yl, 

1-pyrrolidinyl, 4-{2-hydroxyyethyl)piperazin-l-yl, 4-(2- 

pyrimidyl)piperazin-l-yl; n = 0-2] were prepd. and evaluated for potential 
antidepressant activity in the apomorphine-induced hypothermia test. 

Effects on reserpine-induced hypothermia and toxicity for the most potent 
antagonists of apomorphine-induced hypothermia were studied. 
Structure-activity relationships are reported. The conformation and 
anticholinergic effects of I (R = Me, R1 = R2 = R3 = H, R4 = R5 = Me, n = 

1), the most potent and least toxic compd., were also studied. 

IT 128377-68-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. and antidepressant activity of) 

RN 128377-68-4 CAPLUS 

CN Dibenzo[c,f][1,2,5]thiadiazepine, 6,ll-dihydro-6-methyl-ll-[(4-methyl-l- 
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piperazinyl)acetyl]-, 5,5-dioxide (9CI) 


(CA INDEX NAME) 



C=0 

ch 2 



Me 
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Preparation of 3-alkoxycarbonylamino-5-(2 - 
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Wunderlich, Helmut; Stark, Andreas; Zenker, Lothar 
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Skoldinov, A. P.; Kaverina, N. V.; Grizenko, A. N. 
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VEB Arzneimittelwerk Dresden, Ger. Dem. Rep. 

Eur. Pat. Appl., 14 pp. 

CODEN: EPXXDW 


DOCUMENT TYPE: Patent 

LANGUAGE: German 
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PATENT NO. KIND DATE 
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EP 

405254 

A2 
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EP 
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EP 
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A3 
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SE 


DD 
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A5 
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DD 
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JP 
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JP 
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US 

5116974 
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19920526 

US 

1990-546590 

19900629 


PRIORITY APPLN. INFO.: DD 1989-330174 19890630 

OTHER SOURCE(S): MARPAT 115:8598 

GI 
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AB Title compds. (I; R = COCHMeNR2R3; R1 = alkyl; R2,R3 = H, (cyclo)alkyl, 

CH2CH20H; NR2R3 = heterocyclyl; X = CH2CH2, CH:CH) were prepd. Thus, I (R 
= H, R1 = Et, X = CH2CH2) (II; R = H) was condensed with MeCHBrCOCl and 
the product treated with MeNH2 to give II (R = COCHMeNHMe) which had ED73 
of 19 mg/kg orally against aconitine-induced arrhythmias in rats. 

IT 134169-80-5 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(antiarrhythmic activity of) 

RN 134169-80-5 CAPLUS 

CN Carbamic acid, [10,ll-dihydro-5-[2-(4-morpholinyl)-1-oxopropyl]-5H- 
dibenz[b,f]azepin-3-yl]-, ethyl ester (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2002 ACS 
1990:526028 CAPLUS 
113:126028 

Study on the relation between chemical structure and 
antiarrhythmic activity of .omega.-aminoacyl-3- 
carbalkoxyaminodibenzazepines 

Gritsenko, A. N.; Lyskovtsev, V. V.; Senova, Z. P.; 
Skoldinov, A. P.; Stark, A.; Wunderlich, G.; Poppe, 
H.; Barch, R. 

Dep. Pharmacol. Cardiovasc. Syst., Inst. Pharmacol., 
Moscow, 125315, USSR 

Farmakol. Toksikol. (Moscow) (1990), 53(3), 30-2 

CODEN: FATOAO; ISSN: 0014-8318 

Journal 

Russian 



CO(CH 2 ) n R 1 


@ HC1 


I 


AB Structure-activity relations in 20 antiarrhythmic agents, dibenzazepines 

(I, R = Me, Et, or iso-Pr, R1 = NMe2, NEt2, morpholino, or heterocyclic, n 
= 1 or 2) were detd. by using the parameters, e.g., effects on the maximal 
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effective rabbit heart auricle contraction rate and aconitine-induced 
arrhythmia, in rats. The most active of them contained carbothoxyamino 
group in C-3 in combination with COCH2NMe2 or COCH2NEt2 groups in C-5 of 
the ring. I (R = Et, R1 = NMe2 and n = 1; GS-015 or bonecor) was selected 
for further testing. 

IT 78816-42-9 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(antiarrhythmic activity of, structure in relation to) 

RN 78816-42-9 CAPLUS 

CN Carbamic acid, [10,ll-dihydro-5-[3-(4-morpholinyl)-1-oxopropyl]-5H- 
dibenz[b,f]azepin-3-yl]-, ethyl ester (9CI) (CA INDEX NAME) 
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Preparation of antidepressant 6,11- 
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derivatives 

Borsini, Franco; Meli, Alberto; Volterra, Giovanna; 

Gianotti, Danilo; Pestellini, Vittorio 

Menarini, A., Industrie Farmaceutiche Riunite S.r.l., 
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Eur. Pat. Appl., 9 pp. 
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O O 

V- 


R4 

/ 

N 



R 


CO (CH 2 ) n N\ „ 
Rl 


I 


AB Title compds. I [R, Rl = H, (hydroxy)alkyl; or NRR1 = 5- or 6-membered 
heterocyclyl; R2, R3 = H, alkoxy, alkyl, N02, (alkyl)amino, halo, 
haloalkyl, OH; R4 = H, alkyl, alkaryl, alkylamino; n = 0, 1, 2] were 
prepd. as psychotropics, esp. antidepressants. Thus, 6-methyl-6,11- 
dihydrodibenzo[c,f][1,2,5]thiadiazepine 5,5-dioxide was refluxed in 
C1CH2COC1 to give 80% 11-chloroacetyl deriv.; this was treated with Nal in 
refluxing acetone and then with ag. Me2NH to give I (R = Rl = R4 = Me, R2 
= R3 = H, n = 1) (II). The ED50 of II for counteracting 
apomorphine-induced hypothermia in mice was 13.5 mg/kg orally; potencies 
of I are greater and side effects much weaker than those of related 
compds. lacking the amide carbonyl. 

IT 128377-68-4P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as antidepressant) 

RN 128377-68-4 CAPLUS 

CN Dibenzo[c,f][1,2,5]thiadiazepine, 6,11-dihydro-6-methyl-11-[(4-methyl-l- 
piperazinyl)acetyl]-, 5,5-dioxide (9CI) (CA INDEX NAME) 



Me 
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U.S., 10 pp. 
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APPLICATION NO. DATE 


US 4888335 A 19891219 US 1988-223985 19880725 

OTHER SOURCE(S): CASREACT 112:235348; MARPAT 112:235348 

GI For diagram(s), see printed CA Issue. 

AB The title compds. [I; R1-R3 = H, alkenyl; or CR1R2R3 = polycyclic alkyl, 

alkenyl; or R1 = H, alkyl, or alkenyl, and CR2R3 = C3-8 cycloalkyl; W = O, 
S; X, Y = halo, alkyl, alkoxy, CF3, OH; or X2 or Y2 on adjacent C's = 

0CH20; Z = (CH2)p, CR4:CR5, CHR4CHR5; R4, R5 = H, alkyl; A = (CH2)4-5, 
CH2CH20CH2CH2; k, q = 0, 1; m, n = 0-3; p = 1-3], useful as 
antihypertensives and for treatment of angina pectoris which can be used 
in a manner similar to bepridil, are prepd. Thus, treatment of 
iminostilbene with a mixt. of NaH and KH in PhMe followed by 
1-[2-chloro-3-(2,2-dimethoxypropyl)propyl]pyrrolidine (prepn. given) at 
100.degree, and then refluxing 72 h gave, after salification with HCl, 
dibenz[b,f]azepine deriv. I [R1-R3 = Me, W = O, Z = CH:CH; A = (CH2)4; k = 
m = n = 0, q = 1] (II). II at 0.001 .mu.M elicited a 30% increase in 
coronary flow in Langendorff isolated heart prepn. Also prepd. were 
addnl. 11 I including 2 dibenzazocine, 6 dibenzazepine, 1 dibenzoxazepine, 
1 phenoxazine, and 1 phenothiazine derivs. and 9 other I were analogously 
tested. Ten I at 10-30 mg/kg body wt. i.p. or p.o. in adult spontaneously 
hypertensive rats lowered the mean arterial pressure by 12-70 mmHg. 

IT 127278-59-5P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as antihypertensive) 

RN 127278-59-5 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 10,ll-dihydro-5-[3-(2-methylpropoxy)-2-(1- 
pyrrolidinyl)propyl]-, monohydrochloride (9CI) (CA INDEX NAME) 



CH-CH 2 -OBu-i 



HCl 
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112:151264 

Quinolizidine derivatives as potential antitumoral 
agents 

Sparatore, Anna; Boido Canu, Caterina; Boido, Vito; 
Sparatore, Fabio 

1st. Chim. Biol., Univ. Genova, Genoa, 16132, Italy 
Farmaco (1989), 44 (10), 945-50 
CODEN: FRMCE8 


DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB The activity against lymphocytic leukemia P 388 was evaluated for 13 

compds. bearing a quinolizidine moiety joined resp. to a phenothiazine 
nucleus or other isosteric tricyclic systems, as well to a quinoxalinone 
or an indole nucleus. All tested compds. resulted inactive. 

IT 82040-70-8 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(neoplasm inhibition by, oxygenated functions in relation to) 

RN 82040-70-8 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 10,ll-dihydro-5-[(octahydro-2H-quinolizin-l- 

yl)methyl]-, (lS-trans)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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OTHER SOURCE(S): CASREACT 110:57534; MARPAT 110:57534 

GI 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; R1 = H, alkyl, pharmaceutically acceptable cation; 

R2 = Q1-Q5; A = CH, CF, CC1, N; Y = alkyl, haloalkyl, cyclopropyl, vinyl, 
MeO, 4-FC6H4, 4-HOC6H4, 4-H2NC6H4, etc.; AY = bridge group; Q = H, Cl-3 
alkyl, alkylcarbonyl, alkoxycarbamoyl; n = 1-3; m = 1, 2; p = 0,1] and 
their pharmaceutically acceptable salts were prepd. as bactericides (no 
data). A mixt. of l-ethyl-6,7-difluoro-4-oxo-l,4-dihydro-3- 
quinolinecarboxylic acid, 8-methyl-3,8-diazabicyclo[3.2.1]octane-2HCl, and 
1,8-diazabicyclo[5.4.0]undec-7-ene in pyridine was heated at 80.degree, 
for 3 h to give 65% l-ethyl-6-fluoro-1,4-dihydro-7-(8-methyl-3,8 - 
diazabicyclo[3.2.1]oct-3-yl)-4-OXO-3-quinoline carboxylic acid. 

IT 108437-40-7P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as antibacterial) 

RN 108437-40-7 CAPLUS 

CN 3-Quinolinecarboxylic acid, l-ethyl-6-fluoro-l,4-dihydro-4-oxo-7-[9- 

(phenylmethyl)-3,9-diazabicyclo [4.2.1]non-3-yl]- (9CI) (CA INDEX NAME) 



C0 2 H 
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108:94417 

Correction of: 107:7085 
Antibacterial, substituted (bridged- 
diazabicycloalkyl)quinolonecarboxylic acids and a 
process for their preparation 
Jefson, Martin Raymond; McGuirk, Paul Robert 
Pfizer Inc., USA 
Eur. Pat. Appl., 56 pp. 

CODEN: EPXXDW 
Patent 
English 
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PATENT NO. KIND DATE APPLICATION NO. DATE 


EP 
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A2 
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EP 
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A3 
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EP 
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OTHER SOURCE(S): CASREACT 108:94417 
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AB Title compds. I [R1 = H, cation, alkyl; A = CH, CF, CC1, N; Y = alkyl, 

haloalkyl, cyclopropyl, CH:CH2, OMe, NHMe, C6H4F-4, C6H40H-4, C6H4NH2-4; 
or A = C and forms ring with Y, optionally contg. 0 and/or substituted by 
Me or :CH2; R2 = bridged diazabicycloalkyl with possible N-substitution by 
alkyl, alkoxycarbonyl, or alkylcarbamoyl] are prepd. as antibacterials (no 
data). A mixt. of l-ethyl-6,7-difluoro-4-oxo-l,4-dihydro-3- 
quinolinecarboxylic acid 11.9, 8-methyl-3,8-diazabicyclo[3.2.1]octane-2HCl 
22.7, and DBU 4.6 mmol in pyridine was stirred under N at 80.degree, for 3 
h to give 65% I (R1 = H, R2 = 8-methyl-3,8-diazabicyclo[3.2.1]oct-3-yl, A 
= CH, Y = Et). 

IT 108437-40-7P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as antibacterial) 

RN 108437-40-7 CAPLUS 

CN 3-Quinolinecarboxylic acid, l-ethyl-6-fluoro-l,4-dihydro-4-oxo-7-[9- 

(phenylmethyl)-3,9-diazabicyclo[4.2.1]non-3-yl]- (9CI) (CA INDEX NAME) 
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1987:407085 CAPLUS 
107:7085 

Substituted bridged-diazabicycloalkylquinolonecarboxyl 
ic acids as bactericides 

Jefson, Martin Raymond; McGuirk, Paul Robert 

Pfizer Inc., USA 

Eur. Pat. Appl., 56 pp. 

CODEN: EPXXDW 

Patent 

English 


PATENT NO. KIND DATE 


APPLICATION NO. DATE 


EP 215650 A2 
R: AT, BE, CH, DE, 

PRIORITY APPLN. INFO.: 

GI 


19870325 
FR, GB, IT, LI, 


EP 1986-307045 
LU, NL, SE 

US 1985-777471 


19860912 

19850918 


O 



AB The title compds. (I; R1 = H, alkyl, pharmaceutically-acceptable cation; 

R2 = diazabicyclyl; R3 = alkyl, haloalkyl, cyclopropyl, vinyl, OMe, etc.; 
X = CH, CF, CC1, N; R3X = atoms to complete a ring) were prepd. as 
antibiotics (no data). Difluoroquinolone I (R1 = H, R2 = F, R3 = Et) was 
heated with 8-methyl-3,8-diazabicyclo[3.2.1]octane.HC1 in pyridine and 
1,8-diazabicyclo[5.4.0]undec-7-ene at 80.degree, for 3 h to give 65% of 
quinolonecarboxylate deriv. II. 

IT 108437-40-7P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as bactericide) 

RN 108437-40-7 CAPLUS 

CN 3-Quinolinecarboxylic acid, l-ethyl-6-fluoro-l,4-dihydro-4-oxo-7-[9- 

(phenylmethyl)-3,9-diazabicyclo[4.2.1]non-3-yl]- (9CI) (CA INDEX NAME) 
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TITLE: A chiral benzodiazepine derivative useful as an 

antiulcer agent 

INVENTOR(S): Trummlitz, Guenter; Engel, Wolfhard; Eberlein, 

Wolfgang; Mihm, Gerhard; Giachetti, Antonio 
PATENT ASSIGNEE(S): Thomae, Dr. Karl, G.m.b.H., Fed. Rep. Ger. 

SOURCE: Ger. Offen., 7 pp. 
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DOCUMENT TYPE: Patent 
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FAMILY ACC. NUM. COUNT: 1 
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PATENT NO. 

KIND 

DATE 

APPLICATION NO. 

DATE 

DE 

3531682 

A1 

19870312 

DE 

1985-3531682 
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US 

4668674 

A 

19870526 

US 
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19860819 

EP 
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A2 

19870318 

EP 
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19860821 
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DK 
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JP 
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19870312 

JP 
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19860904 

AU 
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AU 

1986-62341 

19860904 

AU 

582271 
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19890316 




HU 
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A2 

19870728 

HU 

1986-3826 

19860904 

HU 

195499 

B 

19880530 




DD 

251976 

A5 

19871202 

DD 
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ES 
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A6 

19880501 

ES 
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19860904 

ZA 

8606703 
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19880525 

ZA 

1986-6703 

19860904 


PRIORITY APPLN. INFO.: DE 1985-3531682 19850905 

OTHER SOURCE(S): CASREACT 106:213986 

GI 



AB (+)-6-Chloro-5,10-dihydro-5-[(1-methyl-4-piperidinyl)-acetyl]-11H- 

dibenzo[b,e] [1,4]-11-diazepinone [ { + )-I] was prepd. as an antiulcer drug. 
(+)-Tartaric acid and racemic I were heated to boiling in EtOH. Cooling 
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gave crystals of tartrate salt having a 90:10 ratio of (+)-I to its 
enantiomer. This material was recrystd. to give, after conversion to the 
free base, (+)-I of >98% enantiomeric purity. Tablets were prepd. contg. 

(+)-I 0.5, lactose 152.5, potato starch 65.0, and Mg stearate 2.0 mg. In 
rats (+)-I reduced stomach acid secretion with an ED50 of 0.18 mg/kg i.v. 

IT 108324-51-2P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. of, as ulcer inhibitor) 

RN 108324-51-2 CAPLUS 

CN HH-Dibenzo[b,e][1,4]diazepin-ll-one, 6-chloro-5,10-dihydro-5-[(l-methyl-4- 
piperidinyl)acetyl]-, (+)-, (2R,3R)-2,3-dihydroxybutanedioate (1:1) (9CI) 

(CA INDEX NAME) 

CM 1 

CRN 108324-50-1 
CMF C21 H22 Cl N3 02 
CDES 3:(+) 



CM 2 

CRN 87-69-4 
CMF C4 H6 06 
CDES 1:R2:R*,R* 

Absolute stereochemistry. 
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Antiarrhythmic efficacy of 3-carbalkoxyamino-5- 
(.omega.-aminoacyl)-10,11-dihydro-5H- 
dibenz[b,f]azepines 

Kaverina, N. V. ; Senova, Z. P.; Lyskovtsev, V. V.; 
Demina, L. M.; Gritsenko, A. N.; Skoldinov, A. P. ; 
Femmer, K.; Poppe, Hildegard; Stark, A.; et al. 
Inst. Pharmacol., Moscow, SU-125315, USSR 
Pharmazie (1985), 40(12), 830-2 
CODEN: PHARAT; ISSN: 0031-7144 
Journal 
German 



N 
CO 

CH2NMe2 


@ HC1 


NHC02Et 


I 


AB Twenty title compds. (I; R = Me, Et, or iso-Pr; X = NMe2, NEt2, or cyclic 

n = 1, 2, or 3) were tested for antiarrhythmic activity by detg. the 
effects on the effective refractory period of the isolated rabbit atrium 
and the inhibition of aconitine-induced arrhythmias in conscious rabbits. 
All the I had some degree of activity, and structure-activity relations 
are discussed. The presence of X = NMe2 was assocd. with marked 
antifibillatory potency as well as very high antiarrhythmic activity. 
Overall, the most promising compd. was Bonnecor (I; R = Et; X = NMe2; n = 
1) [78816-67-8], which was more potent orally than the ref. drug, 

Ethmozin, and this was selected for further investigation. 

IT 78816-42-9 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(antiarrhythmic activity of, structure in relation to) 

RN 78816-42-9 CAPLUS 

CN Carbamic acid, [10,ll-dihydro-5-[3 -(4-morpholinyl)-1-oxopropyl]-5H- 
dibenz[b,f]azepin-3-yl]-, ethyl ester (9CI) (CA INDEX NAME) 
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DOCUMENT NUMBER: 
TITLE: 


AUTHOR(S): 
CORPORATE SOURCE: 
SOURCE: 


100:96525 

Application of two-step reaction model to brain 
.alpha.2-adrenergic receptors: the mode of action of 
neuroleptics and antidepressants on brain 
.alpha.2-adrenergic receptors 
Tsukamoto, Tohru 

Sch. Med., St. Marianna Univ., Kawasaki, 213, Japan 
Shinkei Seishin Yakuri (1983), 5(11), 815-29 
CODEN: SSYAD7 


DOCUMENT TYPE: Journal 

LANGUAGE: Japanese 

AB Scatchard anal, of [3H]clonidine binding to rat cerebral cortex gave a 
curvilinear plot, whereas that of [3H]yohimbine binding gave a linear 
plot, the total no. of binding sites for both ligands being similar. 

Addn. of Mg2+ to the [3H]clonidine-labeled specimens reduced the curvature 
in the plot but had no effect on the total no. of binding sites, implying 
an increase in the high-affinity binding component. On the other hand, 
addn. of GTP made the Scatchard plot essentially linear with no change in 
the total no. of sites, indicating a decrease in the high-affinity 
component of the receptor. These results better fit a 2-step reaction 
model in which there is the formation of a ternary complex corresponding 
to the high-affinity component and consisting of ligand, receptor, and 
effector. Thus, the .alpha.2-receptor does not consist of independent 
subtypes, but possesses a single binding site which changes its affinity 
by combining with an intramembrane effector mol. The effector mol. may be 
a guanine nucleotide regulatory protein coupled to adenylate cyclase 
[9012-42-4]. Clocapramine [47739-98-0], carpipramine [5942-95-0], and 
mianserine [24219-97-4], among the antidepressants and neuroleptics 
examd., strongly competed with both clonidine and yohimbine for binding to 
the .alpha.2-receptors. Thus, these agents may be active clin. via 
adenylate cyclase activity. 

IT 47739-98-0 

RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(antidepressant activity of, .alpha.2-receptors and adenylate cyclase 
activity in relation to) 

RN 47739-98-0 CAPLUS 

CN [1,4 1 -Bipiperidine]-4'-carboxamide, 1'-[3-(3-chloro-10,ll-dihydro-5H- 
dibenz[b,f]azepin-5-yl)propyl]- (9CI) (CA INDEX NAME) 
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DOCUMENT TYPE: 

LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


98:143412 

Dibenzazepine tetracyclic derivatives and 
pharmaceutical compositions containing them 
Viel, Claude; Marcot, Bernoud; Redeuilh, Gerard; 
Djiane, Alain; Cherqui, Jean 

Centre National de la Recherche Scientifique, Fr. 
Eur. Pat. Appl., 54 pp. 

CODEN: EPXXDW 
Patent 
French 
1 


PATENT NO. KIND DATE 


APPLICATION NO. DATE 


EP 

63525 

A1 

19821027 

EP 

1982-400680 


R: BE, CH, 

DE, 

FR, GB, IT, NL, 

SE 


FR 

2504140 

A1 

19821022 

FR 

1981-7707 

FR 

2504140 

B1 

19831202 



JP 

58088384 

A2 

19830526 

JP 

1982-63793 


PRIORITY APPLN. INFO.: FR 1981-7707 

OTHER SOURCE(S): CASREACT 98:143412 


19820415 

19810416 

19820416 

19810416 



AB Azolodibenzazepines I (X = O, NR7; XI = alkene; R = alkyl, Ph, substituted 
Ph; Rl, R2 = H; R1R2 = bond, R3, R4 = H, alkyl, aralkyl; NR3R4 = 
heterocyclic; R5, R6 = H, alkyl, alkoxy, CF3, alkylenedioxy, OH, SH, 

OCC13, OCF3, SCF3, amino, aminosulfonyl, cyano, N02, C02H, alkoxycarbonyl, 
carbamoyl, acyl, sulfinyl, sulfonyl; R7 = Ph, substituted Ph) were prepd. 
Thus, dibenzazepine was treated with ClCH2CH2NMe2 and cyclized with 
PhCCl:NOH to give II. At 5 mg/kg i.p. II was antireserpine activity in 
mice. II gave 70% protection against phenylbenzoquine writhing in mice at 
20 mg/kg i.p. It had an anticholinergic ED50 of 5 .times. 10-4 mg/mL in 
the isolated guinea pig ileum. 

IT 85008-84-0P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use) ; BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. and antidepressant activity of) 

RN 85008-84-0 CAPLUS 

CN 1-Piperazineethanol, 4-[3-(3a,12b-dihydro-l,3- 

diphenyldibenzo[b,f]pyrazolo[3,4-d]azepin-8(1H)-yl)propyl]-, 
monohydrochloride (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2002 ACS 
1982:504174 CAPLUS 
97:104174 

A study on the pharmacological and biochemical profile 
of clocapramine 

Kurihara, M.; Tsumagari, T.; Setoguchi, M.; Fukuda, T. 

Dep. Psychiatry, Tranomon Hosp., Osaka, Japan 

Int. Pharmacopsychiatry (1982), 17(2), 73-90 

CODEN: INPHB6; ISSN: 0020-8272 

Journal 

English 



AB The pharmacol. and biochem. activity of clocapramine (I) [47739-98-0] was 

evaluated and compared to those of chlorpromazine and other ref. drugs. 
Apomorphine-induced hyperactivity in mice and vomiting in dogs were 
inhibited in a dose-dependent manner by I. In addn., I suppressed 
self-stimulation behavior and conditioned avoidance responses and induced 
catalepsy. I also potentiated the action of methamphefamine, but lacked 
an antagonistic effect against reserpine. In biochem. tests, I, just as 
chlorpromazine, had a centrally acting antidopaminergic activity. I, 
however, was devoid of an imipramine-like activity. Both the pharmacol. 
and biochem. data suggest that I blocks cerebral dopaminergic receptors, 
and thus resembles the classical neuroleptic drugs such as chlorpromazine. 

IT 47739-98-0 
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RL: BAC (Biological activity or effector, except adverse); THU 
(Therapeutic use) ; BIOL (Biological study); USES (Uses) 

(pharmacol. of, neuroleptic activity in relation to) 

RN 47739-98-0 CAPLUS 

CN [1,4'-Bipiperidine]-4'-carboxamide, 1'-[3-(3-chloro-10,11-dihydro-5H- 
dibenz[b,f]azepin-5-yl)propyl]- (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2002 ACS 
1979:80717 CAPLUS 
90:80717 

Azetidine derivatives of tricyclic antidepressant 
agents 

Melloni, Piero; Della Torre, Arturo; Meroni, Maurizio; 
Ambrosini, Anna; Rossi, Alessandro C. 

Carlo Erba Res. Inst., Milan, Italy 
J. Med. Chem. (1979), 22(2), 183-91 
CODEN: JMCMAR; ISSN: 0022-2623 
Journal 
English 



AB Sixty-seven tricyclic derivs. of azetidine I (R = H, Cl, or CF3; R1 = H, 

Me, CHMe2, CMe3; X = S, CH:CH, CH2CH2, or CH20; n = 0 or 1) and II (R = H, 
Cl, or OMe; R1 = H or Me; R2 = H, Me, or Ph; R3 = NH2, NHMe, etc.; n = 0 
or 1; X = CH2CH2, CH20, etc.) were synthesized and tested for 
antidepressant and anticonvulsant activity. II with a basic group 
attached at position 3 ring were active antidepressants of the azetidine 
in mice. (+)-II (R = R1 = R2 = H; R3 = NHMe; n = 0; X = CH20; fumarate) 



09/ 994,971 


[69159-69-9] was the most active having central nervous system stimulant 
activity devoid of peripheral anticholinergic activity. 

Structure-activity relations are discussed. 

IT 69158-82-3P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. and antidepressant activity of) 

RN 69158-82-3 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 5-(3-azetidinylmethyl)-10,11-dihydro-, 

monohydrochloride (9CI) (CA INDEX NAME) 



• HC1 
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CAPLUS COPYRIGHT 2002 ACS 
1976:508890 CAPLUS 
85:108890 

21-Deoxydihydroaj maline derivatives 

Braun, Klaus; Gabsch, Guenther; Foerster, Werner; 

Ertel, Rolf; Femmer, Klaus 

VEB Arzneimittelwerk Dresden, Ger. Dem. Rep. 

U.S., 3 pp. 

CODEN: USXXAM 
Patent 
English 
1 


PATENT NO. KIND DATE 


APPLICATION NO. DATE 


US 3960859 A 19760601 US 1975-560270 19750320 

PRIORITY APPLN. INFO.: US 1970-90472 19701117 

US 1973-373557 19730625 

GI For diagram(s), see printed CA Issue. 

AB The ajmaline derivs. I [R = Et2NCH2CH2, 2-morpholinoethyl, 

(Me2CH)2NCH2CH2, 2-piperidinoethyl, (Me2CHCH2)2NCH2CH2].2HC1 were prepd. 
by alkylation of I (R = H) with RC1. The antiarrhythmic ED50 I (R = 

2-piperidinoethyl).2HC1 was 5.4 mg/kg. 

IT 32470-93-2P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); 

PREP (Preparation); USES (Uses) 

(prepn. and antiarrhythmic activity of) 

RN 32470-93-2 CAPLUS 

CN 4,21-Secoajmalan-17-ol, 4-[2-(1-piperidinyl)ethyl]-, dihydrochloride, 

(17R)- (9CI) (CA INDEX NAME) 
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TITLE: 

AUTHOR(S): 

CORPORATE SOURCE: 
SOURCE: 


CAPLUS COPYRIGHT 2002 ACS 
1971:97722 CAPLUS 
74:97722 

Pharmacological testing of new adrenergic 
neuron-blocking guanidine and imidazoline compounds 
Borsy, Jozsef; Reiter, Jozsef; Toldy, Lajos 
Pharm. Forschungsinst., Budapest, Hung. 

Wiss. Beitr., Martin-Luther-Univ. Halle-Wittenberg 
(1969), No. 6, 199-214 
CODEN: MLWBBJ 


DOCUMENT TYPE: Journal 

LANGUAGE: German 

GI For diagram(s), see printed CA Issue. 

AB A series of guanidine and imidazoline compds. having the title action were 
screened on cats. With arylalkyl and aryloxyalkyl-.beta.- 

guanidinoethylpiperazine derivs. the most active on blood pressure was the 
2,6-dichloro-phenoxyethyl deriv. At 1 mg/kg i.v. it was better than 
guanethidine (I), or guanoxan (II). Of derivs. of guanidine having 
different hetero rings only the methylbenzodioxane deriv. caused 
adrenergic block. Orally, GYKI-20,075 (III) relaxed nictitating membrane 
contraction for 24 hr. GYKI-20,075 given intraduodenally to normotensive 
narcotized cats at 5-7.5 mg/kg was as effective as I or II on blood 
pressure and pre- and post-ganglionic stimulation T-308 (IV), a deriv. 
similar to xylocholine, was effective at 10 mg/kg s.c. as a hypotensive in 
rats. Similar effects for T-308 were seen in cats at 2 mg/kg as well as 
eliminating nictitating membrane contraction. At 25 mg/kg s.c. T-308 
effectively inhibited locomotion in mice against such psychoanaleptics and 
thymoleptics as amphetamine, cocaine, desipramine, and protryptyline. 

IT 32123-66-3 


RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(pharmacology of) 

RN 32123-66-3 CAPLUS 

CN Guanidine, [2-[4-[[[10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
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yl]carbonyl]methyl]-1-piperazinyl]ethyl]- (8CI) (CA INDEX NAME) 
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TITLE: 


AUTHOR(S) : 

CORPORATE SOURCE: 
SOURCE: 


CAPLUS COPYRIGHT 2002 ACS 
1970:445482 CAPLUS 
73:45482 

Novel polycyclic heterocycles. Derivatives of 

5.11- dihydrodibenz[b,e][1,4]oxazepine and 

5.11- dihydrodibenzo[b,e][1,4]thiazepine 
Yale, Harry L.; Beer, Bernard; Pluscec, Jelka; 
Spitzmiller, Erwin R. 

Squibb Inst, for Med. Res., New Brunswick, N. J., USA 
J. Med. Chem. (1970), 13(4), 713-22 
CODEN: JMCMAR 


DOCUMENT TYPE: Journal 

LANGUAGE: English 

GI For diagram(s), see printed CA Issue. 

AB 5-Substituted 5,11-dihydrodibenz[b,c] [1,4]oxazepines (e.g. I) and 

5,11-dihydrodibenzo [b,e] [1,4]thiazepines were prepd. When the 
5-substituent is 3-[1-(2-hydroxyethyl)-4-piperazinyl]propyl and a 
substituent like Cl or CF3 is in the 3 or 7 position, the compounds show 
antianxiety effects at lower doses and central nervous system depressant 
activity at higher doses. When the 5 substituent is a simple 
dialkylaminoalkyl group, the compounds are not depressants at either dose 
level, but instead are stimulants, but only at the higher dose range. 

IT 27139-88-4 


RL: BAC (Biological activity or effector, except .adverse); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmacol. activity of) 

RN 27139-88-4 CAPLUS 

CN 1-Piperazineethanol, 4-[3-[7-(trifluoromethyl)dibenz[b,e][1,4]oxazepin- 
5(11H)-yl]propyl]-, dihydrochloride (8CI) (CA INDEX NAME) 
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to view a specified Accession Number. 

ENTER DISPLAY FORMAT (BIB):. 

L6 ANSWER 1 OF 105 CAPLUS COPYRIGHT 2002 ACS 
AN 2002:142672 CAPLUS 
DN 136:200094 






































09/ 994,971 


TI Preparation of biphenylcarboxamidoisoindoline derivatives as 
apolipoprotein B secretion inhibitors 
IN Yamada, Harutami; Ando, Akira; Kawanishi, Hiroyuki; Nagata, Koichi; 
Yasuhara, Mikiko 

PA Tanabe Seiyaku Co., Ltd., Japan 
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Tanabe Seiyaku Co., Ltd., Japan 
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LANGUAGE: 

FAMILY ACC. NUM. COUNT: 


Patent 

Japanese 

1 





09/ 994,971 


PATENT INFORMATION: 


PATENT 

NO. 


KIND 

DATE 


WO 2002014277 
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HR, 


LV, 
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JP 2000-243004 A 20000810 


JP 2001-172918 A 20010607 
00094 



AB The title compds. I [ring A is a substituted or unsubstituted benzene 

ring; ring B is a substituted or unsubstituted benzene ring; Q is CO or 
CH2; and R is substituted or unsubstituted lower alkyl, substituted or 
unsubstituted lower alkenyl, substituted or unsubstituted carbamoyl, a 
substituted or unsubstituted heterocyclic group, substituted or 
unsubstituted aryl, or the like], useful as apolipoprotein B secretion 
inhibitors (no data), are prepd. Processes for the prepn. of I are 
claimed. For example, 2-(2-pyridyl)acetyl-5-[2-(4- 
trifluoromethylphenyl)benzoylamino]isoindoline was prepd. 

IT 400726-74-IP 

RL: IMF (Industrial manufacture); PAC (Pharmacological activity); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(prepn. of biphenylcarboxamidoisoindoline derivs. as apolipoprotein B 
secretion inhibitors) 

RN 400726-74-1 CAPLUS 

CN [1,1'-Biphenyl]-2-carboxamide, N-[2-(2-dibenz[b,e] [1,4]oxazepin-5(11H)- 
ylethyl)-2,3-dihydro-lH-isoindol-5-yl]-4'-(trifluoromethyl)- (9CI) (CA 
INDEX NAME) 



F 3 C 


CH 2 -CH 2 - N' "ll 




NH—C 
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GI 


* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; R1-R4 = H, halo, perhalomethyl, etc.; R1 and R2, R2 

and R3, R3 and R4 may form (un)substituted cyclic ring contg. 5-7 carbon 
atoms; A = (un)substituted 5-6 membered cyclic ring; X = a bond, CH:CH, 
0CH20, etc.; Ar = (un)substituted arylene, heteroarylene, divalent 
heterocyclic group; R5 = H, OH, halo, etc.; R6 = H, OH, halo, etc.; R7 = 

H, alkyl, alkenyl, etc.; R8 = H, alkyl, alkenyl, etc.; Y = O, S, NH, etc.; 
n = 1-4; m = 0-1], useful in the treatment and/or prevention of conditions 
mediated by nuclear receptors, in particular the Peroxisome 
Proliferator-Activated Receptors (PPAR) (e.g., in the treatment of 
diabetes and/or obesity), were prepd. and formulated. Thus, 
reacting 2-(10,11-dihydrodibenzo [b,f]azepin-5-yl)ethanol with Et 
2-ethoxy-3-(4-hydroxyphenyl)propionate in the presence of 

triphenylphosphine and di-Et azodicarboxylate afforded 90% II. Compds. I 
are effective at 0.1-70 mg/day in the treatment of adult humans. 

IT 265301-37-9P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
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(prepn. of tricyclic compds. for the treatment and/or prevention of 
conditions mediated by nuclear receptors, in particular the Peroxisome 
Proliferator-Activated Receptors (PPAR)) 

RN 265301-37-9 CAPLUS 

CN Benzenepropanoic acid, 4 -[2-(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)propyl]-.alpha.-ethoxy- {9CI) (CA INDEX NAME) 



HO2C-CH— CH2 
OEt 
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for use as NPY antagonists 
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DOCUMENT TYPE: Patent 
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PATENT NO. KIND DATE APPLICATION NO. DATE 
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GI 
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Ph—CH—N N—CO—CH 2 CH 2 -CO — NH —P-C 6 H 4 — C-NH 2 

,\ _ / 


II 


AB Title compds. (e.g. I) were prepd. for use as NPY antagonists for 

pharmacol. use. Thus, 1,1-cyclopentane-diacetic acid anhydride was 
reacted with 4-amino-benzonitrile and then with 1-(diphenyl- 
methyl) piperazine to give a cyano-product which was hydrogenated to the 
amino-imine (II). In in vitro tests with NPY receptors prepd. from 
rabbits, title compds. had IC50 .ltoreq.10,000 nM. 

IT 122860-12-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and reaction of in the synthesis of piperazine-contg. 
peptidomimetics for use as NPY antagonists) 

RN 122860-12-2 CAPLUS 

CN HH-Dibenzo[b,e][1,4]diazepin-ll-one, 5,10-dihydro-5-(1- 
piperazinylcarbonyl)- (9CI) (CA INDEX NAME) 
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Preparation of novel heterocyclic compounds 
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Erik; Olsen, Uffe Bang; Polivka, Zdenek; Sindelar, 
Karel 

Novo Nordisk A/S, Den. 

PCT Int. Appl., 42 pp. 
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AB The invention relates to novel N-substituted azaheterocyclic compds. I 

[wherein X = o-C6H4, 0, S, (un)substituted CH2, CO, CH2CH2, CH:CH, NHCO, 
CH20, CH2S, etc.; Y = trivalent groups N(CH2), C(:CH), or CH(CH2) (where 
the ring atom is 1st and the sidechain atom 2nd); Rl, R2 = H, halo, CF3, 
OH, Cl-6 alkyl or alkoxy; Z = nucleus selected from piperidine, 

(alkyl)piperazine, (thio)morpholine, pyrrolidine, 

tetrahydro(iso)quinoline, or aminocyclohexane; R3 (bound at N atom of Z) = 
(CH2)mOH or (CH2)pCOR4; m, p = 1-4; R4 = OH, NH2, NHOH, or C16 alkoxy; n = 
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0-2], or salts thereof. The invention also relates to methods for prepn. 
of the compds., to compns. contg. them, and to their use for the clin. 
treatment of painful, hyperalgesic and/or inflammatory conditions in which 
C-fibers play a pathophysiol. role by eliciting neurogenic pain or 
inflammation. Also disclosed is use of the compds. for treatment of 
indications caused by or related to the secretion and circulation of 
insulin antagonizing peptides, e.g., non-insulin-dependent 
diabetes mellitus (NIDDM) and ageing-assocd. obesity. For 
instance, 10,ll-dihydro-5H-dibenzo[b,f]azepine underwent a sequence of: 

(1) N-alkylation by 1-benzyl-3-(chloromethyl)pyrrolidine (15%), (2) 

hydrogenolytic debenzylation (78%), N-alkylation by BrCH2CH2C02Et (89%), 
and finally alk. hydrolysis (69%), to give title compd. II, isolated as 
the hydrochloride. In the histamine-induced rat paw edema test, II.HCl 
gave 56% inhibition at 1.0 mg/kg i.p. 

IT 244196-38-IP, 5-[(l-Benzylpyrrolidin-3-yl)methyl]-10,11-dihydro-5H- 
dibenzo[b,f]azepine 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; prepn. of dibenzazepines and analogs for treatment of 
painful and inflammatory conditions) 

RN 244196-38-1 CAPLUS 

CN 5H-Dibenz[b,f]azepine, 10,ll-dihydro-5-[[1-(phenylmethyl)-3- 
pyrrolidinyl]methyl]- (9CI) (CA INDEX NAME) 
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AB N-substituted azaheterocyclic compds. I [Rl, Rla, R2, R2a = H, halo, 

cyano, OH, etc.; X = o-phenylene, O, S, CH2CH2, etc.,- Y = N, CN, N(CO), 
etc.; A = C.tplbond.C, CO, C(:CH2), etc.; R12 = H, hydroxyalkyl, etc.; R13 
= cyano, amino, etc.; m, n = 0-2 ], useful for clin. treatment of painful, 
hyperalgesic and/or inflammatory conditions in which C-fibers play a 
pathophysiol. role by eliciting neurogenic pain or inflammation as well as 
their use for treatment of indications caused by or related to the 
secretion and circulation of insulin antagonizing peptides, e.g. 
non-insulin-dependent diabetes mellitus (NIDDM) and 
ageing-assocd. obesity, were prepd. E.g., 1-(3-(10,ll-dihydro-5H- 
dibenzo[a,d]cyclohepten-5-ylidene)-1-propyl)-4-phenyl-4- 
piperidinecarboxylic acid was prepd. 

IT 227470-48-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. and neurogenic antiinflammatory activity of azaheterocyclic 
compds.) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; Rl, R2 = H, halo, CF3, etc.; Y = >N-CH2-, >CH-CH2-, 

>C:CH- (only the first atom participates in the ring system); X = 
o-phenylene, O, S, etc.; r = 1-3; Z = II-V (wherein R3 = (CH2)pC02H; p = 

2 - 6)] and their salts, useful for the clin. treatment of painful, 
hyperalgesic and/or inflammatory conditions in which C-fibers play a 
pathophysiol. role by eliciting neurogenic pain or inflammation as well as 
their use for treatment of indications caused by or related to the 
secretion and circulation of insulin antagonizing peptides, e.g. 

non-insulin-dependent diabetes mellitus (NIDDM) and 

ageing-assocd. obesity, were prepd. and formulated. Thus, reaction of 
5-(3-bromo-l-propylidene)-10,11-dihydro-5H-dibenzo[a,d]cycloheptene with 

3- (piperidin-3-yl)propionic acid Et ester (prepn. given) in the presence 
of K2C03 in DMF followed by hydrolysis of the resulting ester afforded 
VI.HC1 which showed 42% inhibition of histamine induced hyperglycemia at 
1.0 mg/kg. 

IT 219608-69-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(prepn. of N-substituted azaheterocyclic compds. for the clin. 
treatment of painful, hyperalgesic and/or inflammatory conditions in 
which C-fibers play a pathophysiol. role) 

RN 219608-69-2 CAPLUS 

CN 3-Piperidinepropanoic acid, 1-[3-(10,ll-dihydro-5H-dibenz[b,f]azepin-5- 
yl)propyl]-, monohydrochloride (9CI) (CA INDEX NAME) 



HO 2 C-CH 2 -CH 2 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; Rl, R2 = H, halo, CF3, etc.; X = o-phenylene, O, S, 
etc.; Y = N-CH2-, CH-CH2-, C:CH-, CH-O- (only the first atom participates 
in the ring system); r = 1-3; Z = II-V (Ml, M2 = C, N; R5 = H, Cl-6 alkyl, 
PhCH2, Ph; R3 = H, halo, CF3, N02, CN; R4 = H, halo, CF3, etc.)] and their 
salts, useful for the clin. treatment of painful, hyperalgesic and/or 
inflammatory conditions in which C-fibers play a pathophysiol. role such 
as e.g. neurogenic pain, inflammation, migraine, neuropathy, itching and 
rheumatoid arthritis, as well as for the treatment of indications caused 
by or related to the secretion and circulation of insulin antagonizing 
peptides, e.g. non-insulin-dependent diabetes mellitus (NIDDM) 
and ageing-assocd. obesity, were prepd. and formulated. Thus, reaction of 
6 -(1-piperazinyl)-2-pyridinecarboxylic acid Et ester (prepn. described) 
with (10,ll-dihydro-5H-dibenzo [b,f]acepin-5-yl)-1-Pr methanesulfonate in 
the presence of K2C03 in Me2CO followed by hydrolysis of the resulting 
ester with NaOH in H20/Et0H afforded the title compd. VI.HC1 which showed 
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61% inhibition of histamine induced pain response at 1.0 mg/kg. 

IT 205924-81-8P 

RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of 1,4-disubstituted piperazines for the treatment of painful, 
hyperalgesic and/or inflammatory conditions) 
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AB Title compds. I [Rl, R2 = H, halogen, CF3, alkyl, alkoxy; R3 = OH, alkoxy; 
R4, R5 = H, R4R5 = bond; X = O, S, (un)substituted CH2, CH2CH2, CH:CHCH2, 
CH2CH:CH, (CH2)3, CH:CH, (un)substituted NHCO, OCH2, CO, CS; Y = NCH2, 
CHCH2, C:CH; m = n = 1; m= 2, n = 0; p = 1-3] were prepd. for use in 
reducing blood glucose and/or inhibiting the secretion, circulation or 
effect of insulin antagonizing peptides like CGRP or amylin. Thus, acid 
II was prepd. from 10,ll-dihydro-5H-dibenzo[a,d]cyclohepten-5-one in 4 
steps. II at 100 mg/L in drinking water lowered CGRP levels in mice from 
260 to 152 pg/mL. 

IT 170150-26-2P 
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(prepn. of piperidinecarboxylic acid derivs. for reducing blood glucose 
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yl)propyl]-, ethyl ester, (R)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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AB The title compds. [I; Rl, R2 = H, halo, CF3, etc.; Y = N(CH2), CH(CH2), 

C(:CH) (group in brackets does not participate in the ring system); X = 
CH2C(O), C(O)CH2, CH2S, etc.; r = 1-3; m = 1-2; n = 1 when m = 1; n = 0 
when m = 2; R3, R4 = H, bond (when m = 2); R5 = OH, Cl-6 alkoxy] and their 
salts, useful for the clin. treatment of painful, hyperalgesic and/or 
inflammatory conditions in which C-fibers play a pathophysiol. role by 
eliciting neurogenic pain or inflammation, were prepd. and formulated. 
Thus, treatment of 10-methoxy-5H-dibenz[b,f]azepine/THF with BuLi/hexanes 
followed by addn. of Br(CH2)3C1/THF, reaction of the resulting 
l-chloro-3-(10-methoxy-10,ll-dihydro-5H-dibenzo[b,f]azepin-5-yl)propane 
with Et (R)-3-piperidinecarboxylate tartrate in the presence of K2C03, KI 
in MeC(0)Et and hydrolysis of the ester group afforded (R)-II.HCl which 
showed 21% inhibition of formalin induced pain response at 0.1 mg/kg. 
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RL: BAC (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(prepn. of N-substituted 3-piperidinecarboxylic acids for treatment of 
neurogenic inflammation and insulin resistance in NIDDM or aging) 
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CN 3-Piperidinecarboxylic acid, 1-[3-(10,ll-dihydro-10-oxo-5H- 
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NAME) 
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AB Title compds. [I; R = N-attached carboxyheterocyclyl, etc.; R1,R2 = H, 
halo, alkyl, alkoxy, etc.; X = O, CH2CH2, CH2C0, etc.; Z = N(CH2)2-4, 

CH(CH2)2-4, CH:CH(CH2)1-3] were prepd. for treatment of neurogenic 
inflammation and non-insulin-dependant diabetes (no data). 

Thus, 10,ll-dihydro-5H-dibenz[b,f]azepine was acylated by C1(CH2)3C0C1 and 
the reduced product aminated by Et 4-piperidinecarboxylate to give, after 
sapon., title compd. II.HCl. 
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(prepn. of N-(3-dibenzazepinopropyl)piperidinecarboxylates and analogs 
as drugs) 
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